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ORPHAN  DRUG  REAUTHORIZATION 


THURSDAY,  JUNE  16,  1994 

House  of  Representatives, 
Committee  on  Energy  and  Commerce, 
Subcommittee  on  Health  and  the  Environment, 

Washington,  DC. 

The  subcommittee  met,  pursuant  to  notice,  at  10:15  a.m.,  in  room 
2123,  Raybum  House  Office  Building,  Hon.  Henry  A.  Waxman 
(chairman)  presiding. 

Mr.  Waxman.  The  meeting  of  the  subcommittee  will  come  to 
order.  This  morning,  we  will  begin  what  we  hope  will  be  the  final 
chapter  in  the  7-year  controversy  over  amendments  to  the  Orphan 
Drug  Act. 

The  Orphan  Drug  Act  has  been  a  resounding  success  since  it  was 
first  enacted  in  1983.  During  the  past  11  years,  more  than  500  or- 
phan drugs  have  been  designated  by  the  FDA,  and  more  than  100 
of  them  have  been  approved  for  patient  use.  This  compares  with  a 
mere  10  orphan  drugs  approved  in  the  decade  before  the  law  was 
passed. 

As  a  result  of  the  act,  many  thousands  of  rare  disease  patients 
who  had  previously  felt  abandoned  now  have  hope,  and  in  many 
cases  they  also  have  a  new  lease  on  life. 

The  legislation  that  we  will  hear  testimony  on  today  deals  with 
a  different  problem.  During  recent  years,  several  drugs  with  sales 
of  $200  million  per  year  or  more  have  qualified  for  orphan  drug 
status  and  for  the  7  years  of  exclusivity  that  the  act  provides.  The 
Orphan  Drug  Act  was  never  intended  to  grant  marketing  exclusiv- 
ity to  these  blockbuster  drugs  because  the  commercial  market  al- 
ready provides  incentives  for  their  development.  Instead,  the  act 
was  intended  for  drugs  for  rare  diseases  which  have  so  little  pros- 
pect of  profit  that  they  would  not  have  been  developed  without  the 
incentives  of  the  Orphan  Drug  Act. 

Yet,  by  allowing  highly  profitable  drugs  to  have  the  full  7  years 
of  market  exclusivity,  the  law  has  unwittingly  allowed  drug  manu- 
facturers to  charge  unreasonably  high  prices  without  the  con- 
straints of  price  competition.  Since  1987,  we  have  been  trying  to 
address  this  problem.  In  fact,  in  1990  Mr.  Bliley  and  I  negotiated 
a  compromise,  which  was  passed  unanimously  by  both  Houses,  only 
to  be  pocket  vetoed  by  former  President  Bush,  to  the  surprise  of  ev- 
eryone in  the  Congress. 

Today,  we  will  hear  testimony  on  H.R.  4160,  which  essentially 
builds  on  that  compromise.  Sections  3,  4  and  5,  as  well  as  6  of  H.R. 
4160,  are  essentially  identical  to  the  1990  compromise.  Only  sec- 
tion 2  is  different.  It  would  reduce  the  period  of  orphan  drug  exclu- 
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sivity  to  4  years  but  would  allow  drugs  that  have  limited  commer- 
cial potential  to  obtain  an  additional  3  years. 

Thus,  the  true  orphan  drugs,  which  probably  make  up  the  90  to 
95  percent  of  all  approved  orphan  drugs,  will  retain  the  7-year  pe- 
riod of  exclusivity  provided  in  current  law. 

H.R.  4160  has  been  endorsed  by  all  the  key  players,  namely, 
BIO,  representing  the  biotechnology  industry,  NORD,  representing 
the  rare  disease  groups,  and  today  the  administration.  It  is  my 
hope  that  we  can  enact  H.R.  4160  this  year  and  allow  the  industry 
to  get  on  with  the  important  business  of  developing  drugs  for  rare 
diseases. 

We  are  looking  forward  to  the  witnesses  of  our  testimony,  and  I 
want  to  call  on  members  of  the  subcommittee,  starting  with  the 
Ranking  Minority  Member,  Mr.  Bliley. 

Mr.  Bliley.  Thank  you,  Mr.  Chairman. 

For  the  life  of  me,  I  can't  understand  why  we  are  having  this 
hearing  this  morning  in  June.  Every  other  committee  up  here  is 
working  on  health  care,  and  we  are  here  dealing  with  orphan 
drugs.  And  yet  we  supposedly  have  primary  responsibility  for 
health  in  the  House  of  Representatives. 

In  addition  to  that,  in  my  opinion  this  bill  is  terribly  flawed  be- 
cause it  reduces  the  number  of  years  of  market  exclusivity  from  7 
to  4.  One  of  the  reasons  the  Orphan  Drug  Act  has  been  such  a  suc- 
cess has  been  the  7  years  exclusivity.  Without  it,  companies 
wouldn't  invest  the  money,  the  resources,  and  the  time  in  develop- 
ing orphan  drugs  because  they  wouldn't  be  assured  they  could  re- 
cover their  costs,  much  less  make  a  profit,  because  of  the  small 
market. 

When  you  reduce  it  to  4  years — companies,  boards  of  directors, 
all  of  whom  have  struggled  with  budgets — are  going  to,  in  some  in- 
stances, decide  it  is  not  worth  the  risk  to  pursue  drugs  for  rare  dis- 
eases. 

Finally,  if  the  Clinton  health  care  bill  should  pass  this  Congress, 
you  can  forget  all  research,  because  there  will  be  no  venture  capital 
for  any  of  it. 

So  with  that,  Mr.  Chairman,  I  yield  back,  but  I  really  can't  un- 
derstand why  we  are  here. 

Mr.  Waxman.  Well,  welcome  to  the  hearing  anyway. 

[Testimony  resumes  on  p.  15.] 

[The  prepared  statement  of  Mr.  Bliley  and  the  text  of  H.R.  4160 
follow:] 

Statement  of  Hon.  Thomas  J.  Bliley,  Jr. 

Mr.  Chairman,  today's  hearing  presents  several  puzzUng  and  unusual  cir- 
cumstances. First,  Mr.  Chairman,  why  are  the  members  of  the  Energy  and  Com- 
merce Committee  spending  these  critical  days  in  June  holding  hearings:  This  is  the 
time  when  we  should  be  in  mark-up  considering  the  most  important  issue  of  this 
session — health  care  reform!  Why — when  our  House  and  Senate  colleagues  on  the 
Committee  on  Ways  and  Means,  the  Committee  on  Education  and  Labor,  the  Com- 
mittee on  Labor  and  Human  Resources,  and  the  Finance  Committee,  have  all  either 
begun  or  completed  committee  consideration  of  health  care  reform  legislation — is 
this  committee  not  exercising  its  considerable  health  jurisdiction  in  marking  up 
health  care  reform  legislation?  As  we  speak,  other  committees  are  marking  up 
health  care  legislation  which  abolishes  the  Medicaid  program  and  folds  it  into  Medi- 
care, transforms  all  the  grant  programs  in  the  public  health  service,  writes  new 
Federal  rules  governing  health  insurance,  and  creates  a  new  Medicare  drug  benefit. 
Now  is  the  time  to  attempt  to  legislate,  not  hear  testimony! 


Moreover,  if  the  price  controls,  global  budgets,  premium  caps,  breakthrough  drug 
committee,  and  Medicare  blacklisting  provisions  of  the  Clinton  Health  Security  Act 
are  enacted,  the  research  pipeline  for  orphan  drugs,  as  well  as  any  other  type  of 
breakthrough  drug,  will  immediately  run  dry.  If  our  health  care  system  is  placed 
under  price  controls  and  global  budgets  which  grow  only  at  the  rate  of  the 
Consumer  Price  Index,  I  am  afraid  that  neither  the  current  Orphan  Drug  Act  nor 
any  amendment  will  provide  any  real  incentive  to  develop  these  types  of  drugs.  If 
the  administration's  price  controls,  rebates,  and  blacklisting  become  law,  the  Or- 
phan Drug  Act  will,  unfortunately,  be  moot. 

Before  I  comment  specifically  on  H.R.  4160,  the  Orphan  Drug  Amendments  of 
1994,  I  want  to  place  this  bill  in  the  context  of  the  past  year  and  a  half  As  we  all 
know,  the  pharmaceutical  industry  was  the  first  target  of  the  administration  when 
it  was  looking  for  "health  care  villains."  This  occurred  during  the  debate  on  the  vac- 
cine initiative  in  budget  reconciliation.  The  administration  stated  that  the  health 
care  system  was  being  "ripped  off'  by  "price  gouging"  drug  companies.  In  one  of 
their  most  outrageous  statements,  they  said  that  companies  were  attempting  to 
"profit  at  the  expense  of  our  children."  Well,  as  Senator  Bumpers  and  other  mem- 
bers pointed  out,  the  real  explanation  of  the  problem  had  to  do  with  vaccine  liability 
lawsuits  that  pushed  up  the  cost  of  vaccines,  the  government's  own  failed  efforts  to 
immunize  the  poor,  and  the  failure  by  many  parents  to  take  advantage  of  free  im- 
munization programs.  But  once  again,  truth  took  a  "back  seat"  to  propaganda,  and 
the  administration  had  begun  its  "war." 

The  1993  vaccine  legislation,  while  flawed,  has  now  been  completely  misinter- 
preted by  this  administration.  Now,  we  are  at  a  point  where  it  appears  that  the  de- 
partment of  HHS  is  bujdng  up  the  Nation's  vaccine  supply  and  stockpiling  it  in  one 
warehouse  in  New  Jersey,  previously  used  to  store  dangerous  chemicals.  Let's  all 
pray  that  this  warehouse  has  adequate  fire  protection.  Test  we  lose  our  supply  of 
vaccines  in  an  accident. 

Over  the  years,  I  have  had  a  particular  interest  in  the  biotechnology  industry  and 
orphan  drug  research.  With  my  colleague  Henry  Waxman,  I  was  the  lead  co-sponsor 
of  the  1990  orphan  drug  legislation  which  passed  both  Houses  of  Congress.  In  ana- 
lyzing any  changes  to  the  Orphan  Drug  Act,  we  must  set  a  high  standard  because 
the  current  legislation  is  widely  considered  to  be  very  successful.  Legislative 
changes  to  this  act  should  do  the  following:  (1)  Create  new  market  incentives  for 
pioneering  drug  companies  to  pursue  new  research  and  develop  drugs  which  allevi- 
ate these  terrible  diseases;  (2)  Provide  fairness  and  equity  among  companies  that 
are  simultaneously  developing  similar  drugs;  and  (3)  Prevent  price  gouging.  The 
1990  amendments  meet  these  standards. 

Unfortunately,  the  same  cannot  be  said  about  the  1994  amendments.  Why?  Be- 
cause we  tampered  with  the  major  incentive  of  the  act — the  7  years  of  market  exclu- 
sivity granted  to  an  orphan  drug.  Let  me  quote  from  Abbey  Meyers  testimony  given 
before  this  committee  in  1990: 

"Clearly,  7  years  exclusivity  provisions  of  the  act  is  the  primary  incentive  that  has 
enticed  manufacturers  into  adopting  over  330  designated  orphan  drugs.  If  Congress 
tinkers  with  exclusivity  to  correct  perceived  abuses  it  will  be  very  bad  medicine,  and 
the  cure  will  be  worse  than  the  disease." 

This  statement  is  still  an  accurate  analysis.  How  can  lowering  the  period  of  mar- 
ket exclusivity  from  7  to  4  years  possible  be  helpful?  These  amendments  will  clearly 
lead  to  less  orphan  drug  development. 

Let's  now  turn  to  the  testimony  of  Bio,  the  trade  group  which  represents  the  bio- 
technology industry.  Your  rationale  for  supporting  the  amendments  seems  to  be,  to 
put  it  kindly,  that  you  were  buying  an  "insurance  policy"  against  a  sales  trigger  and 
retroactivity.  If  your  best  arguments  for  supporting  the  bul  are  only  defensive,  we 
should  all  go  back  to  the  drawing  board  and  try  to  craft  legislation  which  enhances 
the  development  of  orphan  drugs.  Ultimately,  the  threats  of  a  sales  trigger  and  the 
retroactive  application  of  the  amendments  are  "idle  threats",  because  we  all  know 
that  a  sales  trigger  will  immediately  stop  all  orphan  drug  development  in  "its 
tracks."  No  company  will  make  the  multi-vear  investment  of  millions  to  bring  a  new 
orphan  drug  to  the  market  if  there  is  a  sales  cap.  . 

In  their  written  testimony,  the  biotech  industry  brags  about  the  deal  they  cut 
with  certain  Members  of  Congress.  Well,  key  Republican  Members  of  the  House 
were  not  consulted  about  this  "deal."  Compared  to  the  1990  amendments  which 
maintain  a  full  7  years  of  market  exclusivity,  this  "so-called  deal"  is  really  more  of 
a  rout.  For  the  industry,  they  sacrificed  3  years  of  exclusivity  and  received  nothing 
in  return.  Ultimately,  it  will  be  those  who  suffer  from  these  terrible  diseases  who 
will  pay  the  price  if  the  orphan  drug  pipeline  "drys  up"  because  the  market  incen- 
tives have  withered  away. 
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H.R.4160 


To  amend  the  Federal  Food,  Drug,  and  Cosmetic  Act,  the  PubHc  Health 
Service  Act,  and  the  Orphan  Drug  Act  to  re\ise  the  provisions  of  such 
Acts  relating  to  orphan  drugs. 


IN  THE  HOUSE  OF  REPRESENTATIVES 

March  24,  1994 

Mr.  Waxman  (for  himself  and  Mr.  Studds)  introduced  the  following  bill; 
which  was  referred  to  the  Committee  on  Energy  and  Commerce 


A  BILL 

To  amend  the  Federal  Food,  Drug,  and  Cosmetic  Act,  the 
PubHc  Health  Service  Act,  and  the  Orphan  Drug  Act 
to  revise  the  provisions  of  such  Acts  relating  to  orphan 
drugs. 

1  Be  it  enacted  by  the  Senate  and  House  of  Representd- 

2  tives  of  the  United  States  of  America  in  Congress  assembled, 

3  SECTION  1.  SHORT  TITLE  AND  REFERENCE. 

4  (a)  Short  Title. — This  Act  may  be  cited  as  the 

5  "Orphan  Drug  Act  Amendments  of  1994  ". 

6  (b)  Reference. — ^Wlienever  in  this  Act  (other  than 

7  sections  5  and  6)  an  amendment  or  repeal  is  expressed 

8  in  terms  of  an  amendment  to,  or  repeal  of,  a  section  or 


2 

1  other  provision,  the  reference  shall  be  considered  to  be 

2  made  to  a  section  or  other  provision  of  the  Federal  Food, 

3  Drug,  and  Cosmetic  Act. 

4  SEC.  2.  PERIOD  OF  EXCLUSIVITY. 

5  (a)  Initial  Period. — Subsection  (a)  of  section  527 

6  (21  U.S.C.  360cc)  is  amended— 

7  (1)  by  inserting  "(1)"  after  "(a)", 

8  (2)  by  redesignating  paragi^aphs  (1),   (2),  and 

9  (3)  as  subparagraphs  (A),  (B),  and  (C),  respectively, 

10  (3)  by  striking  "seven  years"  and  inserting  "4 

11  years",  and 

12  (4)     by    striking    "505(c)(2)"     and    inserting 

13  "505(c)(1)(B)". 

14  (b)  Additional  Period. — Subsection  (a)  of  such 

15  section  527  (21  U.S.C.  360cc)  (as  amended  by  subsection 

16  (a))  is  amended  by  adding  at  the  end  the  following: 

17  "(2)  The  holder  of  the  approved  application,  certifi- 

18  cation,  or  license  of  a  dnig  to  which  the  4-year  period  of 

19  exclusivity  applies  under  paragi-aph  (1)  may,  after  the  ex- 

20  piration  of  3V2  years  of  such  period  but  not  later  than 

21  90  days  before  the  exjDiration  of  such  period,  apply  to  the 

22  Secretarv'  for  a  3-year  extension  of  such  period.  Such  an 

23  application  shall  contain  such  information  as  the  Secretary 

24  determines  is  necessar}^  to  evaluate  such  application. 
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1  "(3)  The  Secretary  shall  approve  an  application  sub- 

2  mitted  under  paragraph  (2)  if  the  applicant — 

3  "(A)  demonstrates  that  the  drug  has  a  limited 

4  commercial  potential   as  determined  under  regula- 

5  tions  of  the  Secretary,  taking  into  account  sales  in- 

6  formation  respecting  such  drug  and  any  other  factor 

7  identified  by  the  Secretary  in  such  regulations  which 

8  is  relevant  to  the  commercial  potential  of  such  drug, 

9  and 

10  "(B)  makes  such  demonstration  on  the  basis  of 

11  the  regulations  of  the  Secretary  referred  to  in  sub- 

12  paragraph  (A)  which  were  in  effect — 

13  "(i)  on  the  date— 

14  "(I)  such  drug  received  its  designation 

15  under  section  526(a),  or 

16  "(11)  such  applicant  applied  for  an  ex- 

17  emption  for  such  drug  under  section  505 (i) 

18  or  507(d), 

19  whichever  first  occurs,  or 

20  "(ii)  if  the  date  under  clause  (i)  occurred 

21  before  the  date  such  regulations  were  in  effect, 

22  or  the  date  such  regulations  were  in  effect.". 

23  (c)  Conforming  Amendment. — Section  527(b)  (21 

24  U.S.C.  360cc(b))  is  amended— 
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1  (1)  by  striking  "during  the  seven-year  period 

2  beginning  on  the  date  of  the  appHcation  approval" 

3  and  inserting  "during  the  appHcable  period  of  exclu- 

4  sivity  under  subsection  (a)",  and  .<           i'^)    -'■ 

5  (2)  by  striking  "such  seven  year  period"  and  in- 

6  serting  "the  apphcable  period  of  exckisi\ity  under 

7  subsection  (a)".  T 

8  (d)  Effectr^  Date. — The  amendments  made  by 

9  subsections  (a)  and  (b)  shall  not  apply  to  a  dmg — 

10  (1)  for  which  an  application  under  section  505 

11  or  507  of  the  Federal  Food,  Drug,  and  Cosmetic  Act 

12  or  section  351  of  the  Public  Health  Semce  Act  was 

13  submitted  before  March  1,  1994,  or 

14  (2)  for  which  an  exemption  under  section  505(i) 

15  or  507(d)  of  the  Federal  Food,  Drag,  and  Cosmetic 

16  Act  was  in  effect  before  March  1,  1994,  for  which 

17  human  clinical  trials  were  actively  being  conducted 

18  before  such  date,  and  for  which  an  application  for 

19  designation  under  section  526  of  such  Act  was  sub- 

20  mitted  before  the  date  of  enactment  of  the  Orphan 

21  Drug  Act  Amendments  of  1994. 

22  The  7  year  period  of  exclusivity  provided  by  section  527(a) 

23  of  the  Federal  Food,  Drag,  and  Cosmetic  Act  before  the 

24  date  of  the  enactment  of  this  Act  shall,  after  such  date, 

25  apply  to  a  drag  described  in  paragi'aph  (1)  or  (2). 
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1  (e)  Regulations. — The  Secretaiy  shall  issue  final 

2  regulations  to  implement  paragi*aphs  (2)  and  (3)  of  sec- 

3  tion  527(a)  of  the  Federal  Food,  Dmg,  and  Cosmetic  Act 

4  (21  U.S.C.  360ec)   (as  amended  by  subsection  (b))  not 

5  later  than  6  months  after  the  date  of  the  enactment  of 

6  this  Act. 

7  SEC.  3.  DESIGNATIONS. 

8  (a)   In   General.— Section   526(a)(2)    (21   U.S.C. 

9  360bb(a)(2))  is  amended  to  read  as  follows: 

10  "(2)  For  purposes  of  paragraph  (1),  the  term  'rare 

11  disease    or   condition'    means    any   disease   or   condition 

12  which— 

13  "(A)  affects  fewer  than  200,000  persons  in  the 

14  United  States  determined  on  the  basis  of — 

15  "(i)  the  facts  and  circumstances  as  of  the 

16  date  the  request  for  designation  of  the  drag 

17  under  this  subsection  is  made,  and 

18  "(ii)  projections  as  to  the  number  of  per- 

19  sons  who  will  be  affected  by  the  disease  or  con- 

20  dition  on  a  date  which  is  3  years  from  date 

21  such  request  was  made,  or 

22  "(B)  affects  more  than  200,000  persons  in  the 

23  United  States  and  for  which  there  is  no  reasonable 

24  expectation  that  the  cost  of  developing  and  making 

25  available  in  the  United  States  a  drag  for  such  dis- 
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1  ease  or  condition  will  be  recovered  from  sales  in  the 

2  United  States  of  such  drag.". 

3  (b)     ExCLUSmTY.— Section     527(b)     (21     U.S.C. 

4  360cc(b))  is  amended — 

5  (1)  in  paragi-aph  (1),  by  striking  "The"  and  in- 

6  serting  "the"  and  by  striking  "or"   at  the  end  of 

7  such  paragi-aph, 

8  (2)  by  striking  the  period  at  the  end  of  para- 

9  graph  (2)  and  inserting  ";  or",  and 

10  (3)  by  adding  at  the  end  the  folloA\ing: 

11  "(3)  a  drag  has  been  designated  under  section 

12  526  for  a  rare  disease  or  condition  described  in  sec- 

13  tion  526(a)(2)(A)  and  if  after  such  designation  it  is 

14  determined  that — 

15  "(A)  such  disease  or  condition  affects  more 

16  than  200,000  persons  in  the  United  States,  and 

17  "(B)  such  drag  does  not  meet  the  require- 

18  ment  of  section  526(a)(2)(B).". 

19  SEC.  4.  SIMULTANEOUS  DEVELOPMENT. 

20  (a)     In     General.— Section     527(b)     (21     U.S.C. 

21  360cc(b)),  as  amended  by  section  3(b),  is  amended  by  in- 

22  serting  "(1)"  after  "(b)",  by  redesignating  paragraphs 

23  (1),  (2),  and  (3)  as  subparagraphs  (A),  (B),  and  (C),  re- 

24  speetively,  by  striking  "for  a  person  who  is  not"  and  by 
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1  inserting  "for  an  applicant  who  is  not",  and  by  adding 

2  at  the  end  the  following: 

3  "(D)   the   Secretary  finds,   after  providing  the 

4  holder,  such  applicant,  and  any  other  interested  per- 

5  son  an  opportunity  to  present  their  views,  that  the 

6  drugs  of  the  holder  and  such  applicant  were  devel- 

7  oped  simultaneously. 

8  The  Secretary  shall  make  a  decision  on  a  request  for  a 

9  finding  under  subparagraph  (D)  not  later  than  60  days 
10  after  the  filing  of  the  request. 

'11  ''(2)  For  purposes  of  paragi-aph  (1)(D),  drags  of  a  hold- 

12  er  and  an  applicant  shall  be  considered  to  be  developed 

13  simultaneously  only  if — 

14  "(A)  the  applicant  requested  that  its  drug  be  des- 

15  ignated  under  section  526  no  later  than  6  months 

16  after  publication  of  the  designation  under  section 

17  526(c)  of  the  holder's  drag, 

18  "(B)   the  applicant  initiated  the  human  clinical 

19  trials  that  the  applicant  relied  on  in  its  application 

20  for  such  approval,  certification,  or  license  not  more 

21  than  12  months  after  the  date  the  holder  initiated 

22  the  human  clinical  trials  that  the  holder  relied  on  in 

23  its  application   for  such   approval,   certification,   or 

24  license,  and 
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1  "(C)  the  applicant  submitted  such  apphcation,  in- 

2  eluding  the  reports  of  the  clinical  and  animal  studies 

3  necessary  for  approval,  certification,  or  licensing,  not 

4  more  than  12  months  after  the  holder  submitted  its 

5  application,  including  such  reports,  for  such  action. 

6  "(3)  Paragraph  (1)(D)  does  not  apply  to  a  drug — 

7  "(A)  for  which  an  application  under  section  505 

8  or  507  or  section  351  of  the  Public  Health  Service 

9  •      Act  was  submitted  before  March  1,  1994,  or 

10  "(B)    for   which    an    exemption    under   section 

11  505(i)  or  507(d)  was  in  effect  before  March  1,  1994, 

12  for  which  human  clinical  trials  were  actively  being 

13  conducted  before  such  date,  and  for  which  an  appli-. 

14  cation  for  designation  under  section  526  was  submit- 

15  ted  before  the   date  of  enactment  of  the   Orphan 

16  Drug  Act  Amendments  of  1994.". 

17  (b)  Publication.— Section  526(c)  (21  U.S.C.  360bb(c) 

18  is  amended — 

19  (1)  by  inserting  "for  a  rare  disease  or  condition" 

20  after  "(a)",  and 

21  (2)  by  striking  out  "shall  be  made  available  to  the 

22  public"    and    inserting    in    lieu    thereof    "shall    be 

23  promptly  published  in  the  Federal  Register  and  oth- 

24  erwise  made  available  to  the  public  in  a  manner  de- 
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1  signed  to  notify  persons  who  have  such  disease  or 

2  condition". 

3  SEC.  5.  OFFICE  FOR  ORPHAN  DISEASES  AND  CONDITIONS. 

4  Section  227  of  the  Pubhc  Health  Sei-vice  Act  (42 

5  U.S.C.  236)  is  amended— 

6  (1)    by   amending   subsection    (a)    to    read   as 

7  follows: 

8  "(a)    There    is    established    in    the    Department    of 

9  Health  and  Human  Services  an  Office  for  Orphan  Dis- 

10  eases  and  Conditions.  Such  Office  shall  be  established  at 

11  a  level  within  the  Department  with  sufficient  authority  to 

12  assure  full  implementation  of  the  functions  and  respon- 

13  sibilities  established  by  this  section.", 

14  (2)  by  striking  "Board"  each  place  the  term  ap- 

15  pears  and  inserting  "Office", 

16  (3)   by  striking   "dmgs   and   devices"   in   sub- 

17  section  (b)  and  inserting  "drugs,  devices,  and  medi- 

18  cal  foods", 

19  (4)   by  inserting   "of  chapter  V"   after   "sub- 

20  chapter  B"  in  subsection  (c)(1)(A), 

21  (5)  by  adding  at  the  end  the  folloA\ing  new  sub- 

22  section: 

23  "(f)(1)  There  is  established  in  the  Office  an  advisoiy 

24  committee  to  advise  the  Office  in  earning  out  the  func- 

25  tions  of  the  Office  under  this  section. 
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1  "(2)  The  advisoiy  committee  shall  be  comprised  of 

2  11  members  appointed  by  the  Secretary',  in  consultation 

3  with  the  Office  and  the  Commissioner  of  the  Food  and 

4  Drug  Administration,  from  persons  knowledgeable  about 

5  rare  diseases  and  conditions,  including — 

6  "(A)  5  representatives  of  organizations  of  per- 

7  sons  \\ith  rare  diseases  or  conditions; 

8  "(B)  3  research  scientists;  and 

9  "(C)  3  representatives  of  health-related  compa- 

1 0  nies. 

11  "(3)  The  SecretarA'  shall  also  appoint,  as  liaisons  to 

12  the  adAison'  committee,  indiAiduals  from  the  Food  and 

13  Dnig  Administration,  the  National  Institutes  of  Health, 

14  and  other  appropriate  Federal  agencies. 

15  "(4)  Vacancies  occurring  in  the  membership  of  the 

16  advisory  committee  shall  be  filled  in  the  same  manner  as 

17  the  original  appointment  for  the  position  being  vacated. 

18  Vacancies  shall  not  affect  the  power  of  the  remaining 

19  members  to  execute  the  duties  of  the  ad\dsoiy  committee. 

20  "(5)  Members  of  the  ad\isoiy  committee,  and  liaisons 

21  to  the  adAisors-  committee,  shall  not  be  compensated,  but 

22  shall  receive  travel  expenses,  including  per  diem  in  lieu 

23  of  subsistence,  at  rates  authorized  for  employees  of  agen- 

24  cies  under  subchapter  1  of  chapter  57  of  title  5,  United 

25  States  Code,  for  each  dav  the  member  or  liaison  is  en- 
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1  gaged  in  the  performance  of  duties  away  from  the  home 

2  or  regular  place  of  business  of  the  member  or  liaison. 

3  "(6)  Notwithstanding  section  1342  of  title  31,  United 

4  States  Code,  the  advisoiy  committee  may  accept  the  vol- 

5  untary  services  provided  by  a  member  of  the  advisory  com- 

6  mittee  or  a  liaison  to  the  advisors^  committee.",  and 

7  (6)  by  amending  the  section  heading  to  read  as 

8  follows:    "OFFICE  FOR  ORPHAN  DISEASES  AND  CON- 

9  DITIONS". 

10  SEC.  6.  AUTHORIZATION  FOR  ORPHAN  DRUG  ACT. 

11  Section   5(c)   of  the  Orphan  Dinig  Act   (21   U.S.C. 

12  360ee(c))  is  amended  by  striking  "$10,000,000"  and  all 

13  that  follows  and  inserting  "$20,000,000  for  fiscal  year 

14  1995,  $25,000,000  for  fiscal  year  1996,  and  $30,000,000 

15  for  fiscal  year  1997.". 

o 
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Mr.  Waxman.  Mr.  Kreidler. 

Mr.  Kreidler.  Thank  you,  Mr.  Chairman. 

I  look  forward  to  aggressive  participation  on  the  part  of  the  gen- 
tleman from  Virginia  as  we  work  for  health  care  reform  either  in 
this  committee  or  elsewhere. 

I  want  to  thank  you,  Mr.  Chairman,  for  holding  this  hearing  and 
for  the  years  you  spent  trying  to  bring  the  benefits  of  new  drug  re- 
search to  those  who  would  have  been  left  out  if  the  marketplace 
was  left  to  its  own  devices.  The  Orphan  Drug  Act  represents  the 
best  kind  of  balance  between  regulation  and  market  incentives  to 
serve  the  public. 

Sometimes  it  is  hard.  Sometimes  it  is  not  the  drug  which  is  the 
orphan,  it  is  the  patient.  Millions  of  children  can  benefit  from  pre- 
scription drugs,  but  in  most  cases  the  dose  and  side  effects  are  un- 
certain because  no  pediatric  research  has  been  done.  That  is  why 
I  have  introduced  a  bill  to  provide  another  6-month  market  exclu- 
sivity for  manufacturers  who  agree  to  do  pediatric  trials  at  the 
FDA's  request.  I  hope  we  will  be  able  to  include  this  idea  when  we 
take  action  on  the  orphan  drug  bill,  and  I  will  be  asking  some  of 
the  witnesses  about  it. 

Again,  Mr.  Chairman,  I  want  to  thank  you  for  holding  this  hear- 
ing. 

Mr.  Waxman.  Thank  you,  Mr.  Kreidler. 

Mr.  McMillan. 

Mr.  McMillan.  Thank  you,  Mr.  Chairman. 

As  I  read  the  proposed  amendments  in  the  Orphan  Drug  Act  and 
all  of  the  other  materials  that  came  with  it  for  today's  hearing,  I 
was  struck  by  the  opening  testimony  we  will  hear  of  Brad  Margus, 
one  of  our  witnesses.  I  thought  about  the  terrible  disease  that 
struck  his  children  and  the  real  need  for  a  drug  to  treat  that  dis- 
ease. I  also  thought  about  his  plight,  how  his  plight  would  be  af- 
fected under  President  Clinton's  health  care  reforms. 

And  while  that  is  not  the  point  of  this  hearing,  I  think  it  brings 
many  of  the  problems  with  that  bill  into  perspective.  But,  more 
than  that,  the  written  testimony  he  gave  us  points  out  exactly 
what  is  wrong  with  these  proposed  amendments  and  why,  even 
though  I  am  sure  they  were  negotiated  in  good  faith,  they  will  do 
nothing  more  than  destroy  a  program  that  is  already  such  a  suc- 
cess. 

North  Carolina  is  one  of  the  premier  biotech  research  areas  in 
the  country.  Research  Triangle  Park  is  home  to  hundreds  of  start- 
up firms,  all  dedicated  to  finding  the  cure  for  some  disease  that 
currently  has  no  cure.  They  take  enormous  risks  in  terms  of  capital 
investment  and,  more  often  than  not,  wind  up  at  a  dead-end.  They 
spend  venture  capital  money  at  an  astonishing  rate  because  cures 
for  rare  diseases  are  hard  to  come  by  and,  therefore,  very  expen- 
sive. Often  if  you  lose  on  one,  you  have  to  rely  upon  the  success 
of  another  to  sustain  an  operation. 

If  a  company  finds  a  drug  that  works  against  a  disease  or  condi- 
tion which  many  people  have,  then  the  cost  inherent  in  such  risks 
can  be  amortized  over  all  of  those  people  so  the  cost  per  patient 
does  not  have  to  be  so  high.  Or  high  success  with  one  successful 
venture  may  be  the  resources  that  it  takes  to  develop  another. 
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But  in  the  event  that  the  drug  is  aimed  at  a  very  small  popu- 
lation of  patients,  like  the  orphan  drugs  that  we  are  here  today  to 
discuss,  then  the  chance  of  recouping  that  investment  is  reduced 
and,  therefore,  is  highly  risky.  That  is  why  in  1983  Congress 
passed  what  everyone  in  this  room  has  stated  that  they  think  is 
an  unqualified  success. 

Unfortunately,  in  the  eyes  of  some,  a  few  companies  actually 
made  some  money,  designated  under  this  act.  Is  that  bad?  Isn't 
that  what  we  want  them  to  do?  I  certainly  think  so.  And  certainly 
those  companies  count  on  those  rewards  not  only  to  reward  the 
success  with  what  they  may  have  done  with  respect  to  the  risks 
taken,  but,  as  I  said  previously,  such  profits  in  most  cases  are 
going  to  be  plowed  back  into  other  investments  that  are  going  to 
be  beneficial  to  the  public. 

In  fact,  the  money  that  funded  the  investment  in  the  first  place 
probably  was  derived  from  somebody's  profits  on  something.  And  so 
what  is  so  bad  about  that? 

How  does  this  affect  Mr.  Margus?  Well,  as  we  continue  to  tinker 
with  the  original  Orphan  Drug  Act,  forever  restricting  and  narrow- 
ing the  ability  of  pharmaceutical  and  biotech  firms  to  qualify,  we 
will  begin  to  see  fewer  and  fewer  firms  trying  to  discover  the  cure 
to  rare  diseases  like  the  one  which  afflicts  Mr.  Margus'  children. 

Already  this  is  the  case.  Since  1990,  when  the  original  amend- 
ments to  the  bill  were  vetoed,  and  rightly  so,  by  President  Bush, 
the  number  of  companies  that  have  applied  for  acceptance  under 
the  Orphan  Drug  Act  has  dropped  from  131  to  only  72  in  1993. 
With  fewer  firms  applying  today,  I  think  all  of  us  know  that  this 
means  there  will  be  fewer  drugs  to  treat  the  rare  diseases  of  tomor- 
row. 

FDA  Commissioner  David  Kessler  went  so  far  as  to  say  to  the 
Senate  Labor  and  Human  Resources  Committee  that  "Any  weaken- 
ing of  the  exclusivity  provisions  will  discourage  development  of  or- 
phan drugs  in  the  future."  He  was  right  then,  and  I  hope  that  the 
FDA  does  not  change  its  tune  now,  in  front  of  this  committee. 

Nothing  is  changed.  Capital  is  still  required  to  bring  these  drugs 
to  market,  and  this  capital  will  look  for  reasonable  returns. 

And  I  should  note  that  last  year  biotech  companies  lost  an  aggre- 
gate of  $3.6  billion.  That  would  probably  be  because  of  money  being 
placed  in — at  risk  to  develop  new  and  promising  options.  Let's  not 
turn  the  clock  back  on  the  Orphan  Drug  Act  by  reducing  the  incen- 
tive biotech  firms  have  to  investigate  these  diseases  and  risk  more 
children  like  those  of  Mr.  Margus. 

I  ask  unanimous  consent  to  revise  and  extend  my  opening  state- 
ment and  to  insert  in  the  record  of  this  hearing  the  views  of  some 
of  the  biotech  firms,  particularly  from  the  Research  Triangle  Park 
in  North  Carolina. 

I  thank  the  Chair  and  yield  back  the  balance  of  my  time. 

Mr.  Waxman.  Thank  you,  Mr.  McMillan.  Without  objection,  the 
unanimous  consent  request  will  be  agreed  to. 

[Testimony  resumes  on  p.  29.] 

[The  information  follows:] 
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SUPPLEMENTAL  COMMENTS  REGARDING 

THE  ORPHAN  DRUG  ACT  AMENDMENTS  OF  1994 

BY  CONGRESSMAN  ALEX  MCMILLAN  (R-NC) 


Since  the  enactment  of  the  Orphan  Drug  Act  in  1984,  Congress  has  chosen 
to  amend  the  Act  three  different  times.   H.R.  4160  proposes  to  amend  the 
original  law  for  a  fourth  time,  apparently  based  on  anecdotal  evidence  and  a 
concern  that  three  pharmaceuticals  (out  of  567  orphan  drug  designations)  have 
made  "excess  profits."   I  was  not  convinced  from  this  hearing  that  a  "crisis" 
exists  which  merits  tinkering  with  this  law  again. 

H.R.  4160  varies  significantly  from  the  compromise  Chairman  Henry  Waxman 
and  Ranking  Member  Tom  Bliley  negotiated  in  1990.   While  I  did  not  agree  with 
every  provision  of  the  1990  compromise,  I  certainly  think  it  was  far  more 
preferable  than  the  legislation  we  discussed  during  this  hearing. 
Notwithstanding  the  deal  reached  between  Bio,  the  biotechnology  trade  group, 
NORD,  which  represents  orphan  drug  patients,  and  Chairman  Waxman,  the  sponsor 
of  this  legislation,  H.R.  4160  is  deeply  flawed,  and,  in  my  opinion,  should 
either  be  rejected  outright  or  altered  substantially  to  address  the  negative 
effects  H.R.  4160  will  have  on  the  capital  markets,  on  which  many  of  the 
companies  producing  orphan  drugs  rely. 

During  the  hearing  I  attempted  to  discover  from  the  representatives  of 
the  Food  and  Drug  Administration  and  the  Department  of  Health  and  Human 
Services  why  this  Subcommittee  should  move  this  bill  this  year.   In  the  past, 
the  FDA  has  repeatedly  advised  against  any  tinkering  with  the  Orphan  Drug  Act; 
in  fact.  Dr.  David  Kessler  advised  the  Senate  Labor  and  Human  Resources 
Committee  in  1992  that: 

"any  weakening  of  the  exclusivity  provisions  almost  certainly  will 
discourage  development  of  orphan  drugs  in  the  future.   This  point 
cannot  be  emphasized  strongly  enough.   The  success  of  the  Orphan 
Drug  Act  is  due  primarily  to  the  seven  year  period  of 
exclusivity. . . " 

Yet  at  this  hearing,  the  representative  of  the  FDA,  Dr.  Marlene  Haffner,  seems 
to  have  come  to  a  different  decision  regarding  the  Orphan  Drug  Act  without 
conclusively  showing  why  this  Congress  should  take  this  issue  up  at  this  time. 

To  allow  our  witnesses.  Dr.  Haffner  and  Mr.  William  V.  Corr  of  the 
Department  of  Health  and  Human  Services,  the  opportunity  to  explain  their 
respective  agencies'  support  of  this  legislation,  I  sent  both  of  them  letters 
requesting  a  variety  of  information  that  I  believe  is  imperative  to  know 
before  Congress  sets  out  to  alter  the  Otphan  Drug  Act .   Those  letters  appear 
below. 


18 


ALEX  McMillan  /^g,  '°""'" ■<^-'"'" 

9IM  DlST»CT  '^^^S^^  ENERGY  AND  COMMERCf 

NORTH  CAROLINA  S^^ffi  COMMintE 

BUDGET  COMMITTEE 

REPUBLICAN  LEADERS 
TASK  FORCE  ON  HEALTH 

_^  ,  REPUBLICAN  LEADERS 

Congrc£f£(  of  tije  (Hnitcb  s>tatti        task  force  on  the  economy 

J^ouit  of  3Repre£(rntatibc£( 

IHagljinaton,  ©C  20515-3309 

June  17,  1994 

Dr.  Marlene  Haffner 

Director,  Office  of  Orphan  Drug  Products 

Food  and  Drug  Administration 

Room  873   Mail  Code  HF-33 

5600  Fishers  Lane 

Rockville,  Maryland  20857 

Dear  Dr. Haffner: 

Yesterday,  during  the  hearing  on  H.R.  4160,  the  Orphan  Drug  Amendments 
of  1994,  before  the  House  of  Representative's  Subcommittee  on  Health  cuid  the 
Environment,  I  said  that  I  would  be  contacting  your  department  to  assemble 
seme  financial  data  concerning  pharmaceuticals  and  other  therapies  which 
receive  benefits  under  the  Orphan  Dr-ug  Act  of  1983.   I  would  like  to  take  this 
opportunity  to  detail  the  information  that  I  need,  euid  remind  you  that  your 
reply  will  be  added  to  the  records  of  the  hearing,  so  your  timely  response 
will  be  most  appreciated. 

Specifically,  I  would  like  to  know: 

1)  How  many  pharmaceuticals  or  other  therapies  are  currently 
designated  as  "orphan  drugs?" 

2)  How  much  is  the  aggregate  sales  volume  of  these  drugs  as  a 
group,  per  year,  since  the  designations  of  orphan  drugs  began  in 
1983? 

3)  What  is  the  total  sales  volume,  per  listed  pharmaceutical  or 
therapy  in  question  #1,  during  that  time  period? 

4)  What  is  the  net  profit  of  items  sold  under  the  provisions  of 
the  Orphan  Drug  Act?   How  many  drugs  listed  under  question  #1  made 
a  net  profit,  and  which  ones  were  they? 

5)  How  many  companies  are  there  that  currently  manufacture 
phariTiaceuticals  or  other  therapies  that  qualify  under  the  Orphan 
Drug  Act  provisions,  and  what  are  there  najnes?   Furthermore,  are 
any  of  these  companies  multiple  producers  of  products  that  qualify 
for  these  prqvisions? 

6)  How  many  of  those  companies  requested  under  question  85  have 
total  sales  less  than  $10  million  per  year?  How  majny   between  $10- 
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100  million  per  year?  How  many  between  $100-500  million  per  year? 
Are  there  any  companies  contained  in  your  response  to  question  #5 
that  have  total  sales  revenue  in  excess  of  SI  billion  per  year? 

7)  It  is  my  understamding  that  the  current  law  or  the  proposed 
provisions  do  not  take  into  account  the  cost  of  research  and 
development  or  production  for  any  drug  or  therapy  which  receives  a 
seven  year  exclusivity  right  under  the  orphan  drug  provisions. 
Furthermore,  charged  for  drugs  which  fall  under  these  provisions 
are  not  necessarily  based  on  the  cost  of  production,  so  examining 
total  sales  volume  of  any  listed  drug  may  or  may  not  shed  light  on 
the  profitably  of  that  drug.   Since  this  is  the  case,  what  is  the 
purpose  of  using  sales  volume  to  determine  whether  or  not  a  three 
year  extension  should  be  granted  by  the  Secretary  under  the 
proposed  amendments?   Will  there  be  other  ways  that  the  Secretary 
will  attempt  to  make  a  determination  of  "commercial  value"  other 
than  a  targeted  patient  population  under  200,000? 

8)  Other  than  Human  Growth  Hormone  (HGH) ,  Erythropoietin  (EPO) , 
and  Aerosolized  Pentamidine  (API),  are  there  any  other  drugs  that 
your  department  believes  have  exploited  the  exclusivity  provisions 
in  the  Orphan  Drug  Act  to  "unfairly"  make  "excess"  profit? 

9)  Lastly,  one  of  the  provisions  contained  in  the  Orphan  Drug  Act 
Amendments  of  1994  is  a  grant-making  authority  for  orphan  drug 
research,  starting  at  S20  million  in  FY95,  increasing  $5  million 
per  year  for  the  next  to  fiscal  years.  It  is  my  understanding  that 
this  is  an  increase  from  the  $14  million  authorized  under  the 
current  bill  for  this  fiscal  year.   To  whom  have  you  awarded  this 
money?   Are  any  of  the  awardees  companies  with  revenues  in  excess 
of  $1  billion? 

I  plan  on  sending  Chairman  Waxnicin  and  Ranking  Member  Bliley  copies  of 
this  request  along  with  a  note  stating  my  desire  to  add  this  to  the  permanent 
record.   As  such,  I  look  forward  to  your  reply  to  this  request  by  the  close  of 
business,  July  18th,  1994.   This  should  allow  your  department  ample 
opportunity  to  assemble  the  requested  data,  but,  should  this  prove  to  be  too 
ambitious,  please  let  me  know  so  that  I  can  request  that  the  record  be  left 
open  long  enough  for  you  to  be  able  to  answer  this  letter. 

Should  you  not  collect  the  data  necessary  to  cinswer  any  of  these 
questions,  please  advise  me  of  that  shortcoming. 

Thank  you  in  advance  for  your  efforts  in  this  matter. 


Sincerely, 


Alex  McMillan 
Member  of  Congress 
AM: jmm 

cc:    Chairman  Henry  Waxman,  Ranking  Member  Tom  Bliley 
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ENERGY  AND  COMMERCE 
COMMITTEE 

BUDGET  COMMITTEE 

REPUBLICAN  LEADERS 
TASK  FORCE  ON  HEALTH 

REPUBLICAN  LEADERS 
TASK  fOBCE  ON  THE  ECONOMY 


Mr.  William  V.  Corr 

Deputy  Assistant  Secretary  For  Health,  Public  Health  Service 

Department  of  Health  and  Human  Services 

Room  Number  716G 

200  Independence  Avenue,  S.W. 

Washington,  DC  20201 


Dear  Mr.  Corr: 

Yesterday,  during  the  hearing  on  H.R.  4160,  the  Orphan  Drug  Amendments 
of  1994,  before  the  House  of  Representative's  Subcommittee  on  Health  and  the 
Environment,  I  said  that  I  would  be  contacting  your  department  to  assemble 
some  financial  data  concerning  pharmaceuticals  and  other  therapies  which 
receive  benefits  under  the  Orphan  Drug  Act  of  1983.   I  would  like  to  take  this 
opportunity  to  detail  the  information  that  I  need,  and  remind  you  that  your 
reply  will  be  added  to  the  records  of  the  hearing,  so  your  timely  response 
will  be  most  appreciated. 

Specifically,  I  would  like  to  know: 

1)  How  many  pharmaceuticals  or  other  therapies  are  currently 
designated  as  "orphan  drugs?" 

2)  How  much  is  the  aggregate  sales  volume  of  these  drugs  as  a 
group,  per  year,  since  the  designations  of  orphan  drugs  began  in 
1983? 

3)  What  is  the  total  sales  volume,  per  listed  pharmaceutical  or 
therapy  in  question  tl,  during  that  time  period? 

4)  What  is  the  net  profit  of  items  sold  under  the  provisions  of 
the  Orphan  Drug  Act?   How  many  drugs  listed  under  question  #1  made 
a  net  profit,  and  which  ones  were  they? 

5)  How  many  companies  are  there  that  currently  manufacture 
pharmaceuticals  or  other  therapies  that  qualify  under  the  Orphan 
Drug  Act  provisions,  and   what  are  there  names?   Furthermore,  are 
any  of  these  companies  multiple  producers  of  products  that  qualify 
for  these  provisions? 

6)  How  many  of  those  companies  requested  under  question  #5  have 
total  sales  less  thaui  $10  million  per  year?  How  many  between  $10- 
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100  million  per  year?  How  mamy  between  $100-500  million  per  year? 
Are  there  any  companies  contained  in  your  response  to  question  «5 
that  have  total  sales  revenue  in  excess  of  SI  billion  per  year? 

7)  It  is  my  understcinding  that  the  current  law  or  the  proposed 
provisions  do  not  take  into  account  the  cost  of  research  and 
development  or  production  for  any  drug  or  therapy  which  receives  a 
seven  year  exclusivity  right  under  the  orphan  drug  provisions. 
Furthermore,  charges  for  drugs  which  fall  under  these  provisions 
are  not  necessarily  based  on  the  cost  of  production,  so  examining 
total  sales  volume  of  any  listed  drug  may  or  may  not  shed  light  on 
the  profitably  of  that  drug.   Since  this  is  the  case,  what  is  the 
purpose  of  using  sales  volume  to  determine  whether  or  not  a  three 
year  extension  should  be  granted  by  the  Secretary  under  the 
proposed  amendments?   Will  there  be  other  ways  that  the  Secretary 
will  attempt  to  make  a  determination  of  "commercial  value"  other 
than  a  targeted  patient  population  under  200,000? 

8)  Other  than  Human  Growth  Hormone  (HGH) ,  Erythropoietin  (EPO) , 
and  Aerosolized  Pentamidine  (API),  are  there  any  other  drugs  that 
your  department  believes  have  exploited  the  exclusivity  provisions 
in  the  Orphan  Drug  Act  to  "unfairly"  make  "excess"  profit? 

9)  Lastly,  one  of  the  provisions  contained  in  the  Orphan  Drug  Act 
Amendments  of  1994  is  a  grant-making  authority  for  orphan  drug 
research,  starting  at  $20  million  in  FY95,  increasing  $5  million 
per  year  for  the  next  to  fiscal  years.  It  is  my  understanding  that 
this  is  an  increase  from  the  $14  million  authorized  under  the 
current  bill  for  this  fiscal  year.   To  whom  have  you  awarded  this 
money?   Are  any  of  the  awardees  companies  with  revenues  in  excess 
of  SI  billion? 

I  plan  on  sending  Chairman  Waxman  and  Ranking  Member  Bliley  copies  of 
this  request  along  with  a  note  stating  my  desire  to  add  this  to  the  permanent 
record.   As  such,  I  look  forward  to  your  reply  to  this  request  by  the  close  of 
business,  July  18th,  1994.   This  should  allow  your  department  ample 
opportunity  to  assemble  the  requested  data,  but,  should  this  prove  to  be  too 
ambitious,  please  let  me  know  so  that  I  can  request  that  the  record  be  left 
open  long  enough  for  you  to  be  able  to  answer  this  letter. 

Should  you  not  collect  the  data  necessary  to  answer  any  of  these 
questions,  please  advise  me  of  that  shortcoming. 

Thank  you  in  advance  for  your  efforts  in  this  matter. 

Sincerely, 


Alex  McMillan 
Member  of  Congress 

AM: jmm 

cc:   Chairman  Henry  Waxman,  RcUiking  Member  Tom  Bliley 
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I  did  not  receive  an  ainswer  from  either  agency  to  these  requests. 
Furthermore,  neither  the  FDA  nor  DHHS  requested  more  time  to  compile  the  data 
necessary  to  answer  the  question  in  the  letter.   This  leads  me  to  believe  that 
they  do  not  have  the  ability  to  answer  these  questions  sufficiently,  and 
therefore  this  gives  me  serious  doubts  as  to  why  this  Congress  should  support 
H.R.  4160. 

One  of  the  reasons  cited  by  supporters  of  this  bill  is  that  it  will 
remove  the  uncertainty  that  currently  exists  in  the  biotechnology  and 
pharmaceutical  industry  regarding  whether  or  not  Congress  will  tinker  with  the 
current  law.   Frankly,  this  is  not  a  very  good  reason  to  support  legislation. 
It  is  my  feeling  that  proposed  legislation  should  be  supported  on  its 
individual  merits,  and  based  on  evidence  that  goes  beyond  the  anecdotal 
testimony  heard  in  this  hearing. 

Earlier  this  year,  I  announced  I  would  not  seek  reelection  for  the  104th 
Congress.   One  of  the  reasons  is  that  I  have  noticed  a  disconcerting  move  by 
this  body  to  fix  laws  which  do  not  need  fixing,  and  to  disregard  how  signals 
sent  by  Congress  affect  the  private  sector.   I  believe  that  this  legislation 
embodies  both  of  these  problems.   Because  of  this,  I  requested  that  companies 
actually  involved  in  efforts  to  produce  new  and  innovative  treatments  for 
diseases  which  fall  under  the  Orphan  Drug  statutes  to  comment  on  this  proposed 
legislation.   Some  of  the  answers  that  I  have  received  appear  below: 
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June  27,  1994 


Congressman  AJex  McMillan 
9th  District  North  Carolina 
Congress  of  the  United  States 
House  of  Representatives 
401  Cannon  Bldg 
Washington,  DC  20916-3309 


Dear  Congressman  McMillan: 

The  Orphan  Drug  Amendments  of  1994  (H.R.  4160)  would  greatly  reduce  the  incentives 
to  research  and  develop  orphan  drugs.   Shorter  exclusivity  periods  as  well  as  additional 
paper  work  required  to  extend  exclusivity  sets  up  a  system  which  disenchants  drug 
companies  to  work  on  an  orphan  drug  when  they  could  spend  their  resources  working  in 
an  area  where  the  pay  o£F  would  be  greater  with  fewer  restrictions.   Shorter  exclusivity 
means  less  revenue.  Shorter  exclusivity  means  less  profit  to  put  back  into  research  and 
development  for  fiature  eflForts.  Thus,  drug  companies  make  less  money,  develop  fewer 
drugs,  and  hire  fewer  people.  Additionally,  applying  for  extended  exclusivity  creates  even 
fijnher  expenses  for  the  drug  companies  without  any  guarantee  the  extension  will  be 
granted.  If  not  granted,  the  drug  company  has  incurred  greater  expenses  and  thus  less 
profit.  Why  would  drug  companies  then  want  to  focus  on  orphan  drugs''  A  system  which 
helps  to  expand  the  economy,  build  a  larger  employment  base  as  well  as  provide  drugs  for 
people  who  are  in  need  seems  to  me  to  be  a  better  avenue  to  establish    Thus,  the  Orphan 
Drug  Amendments  of  1994  (H.R.  4160)  do  not  meet  the  needs  of  our  economy  or  the 
people  of  our  country. 


Sincerely, 


C^ff^^yp^- 


kgoner,  Ph  D  Claudia  A.  Jones 

Pre?I3ent  and  Director,  ICAgen,  Inc.  Executive  Assistant  to  Dr.  P  Kay  Wagoner 
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June  24.  1994 

Congressman  Alex  McMillan 

401  Cannon  House  Office  Building 

Washington  DC   20515 

RE:   Orphan  Drug  Legislation 

Dear  Congressman  McMillan: 

As  head  of  a  company  developing  drugs  for  rare  diseases,  I  am  extremely  interested  in  the 
current  debate  on  Orphan  Drug  legislation. 

The  proposed  legislation  could  be  improved  significantly  in  my  view  if  the  basis  were 
specified  on  how  a  drug's  protection  would  go  from  4  to  7  years.   While  this  is  up  to  the 
Secretary  of  HHS  at  present,  I  believe  a  sales  cap  should  be  inserted  instead.   A  fair  number 
would  be  $200  million.   This  would  mean  that  any  orphan  drug  whose  sales  reached  $200 
million  in  the  first  four  years  of  marketing  would  not  be  granted  an  additional  three  years  of 
protection  under  the  Act,  and  all  other  drugs  would  automatically  receive  the  additional  three 
years. 

Another  point  that  would  enhance  the  Act  would  be  a  waiver  of  user  fees  for  all  oqjhan  drugs 
whose  sponsor  had  sales  less  than  $150  million  per  year.    As  of  now.  there  are  applications 
needed  to  request  waivers  and  significant  discretion  is  vested  in  the  decision  makers  as  to 
whether  or  not  it  is  given. 

Thank  you  for  considering  these  suggestions.   Supportive  material  is  enclosed. 


Bert  Spilker.Th.D.,  M.D. 
Executive  Director 

BASAm 

Enc. 

I39n    Kidgedole    Dr.ve       •       Minnelonko.    Mnnescio    55305       '       6I2-5^I-I868        '  fo.:    612  541-^969 
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June  29.  1994 


Mr.  Alex  McMillan 
Member  of  Congress 
House  of  Representatives 
Washington,  DC  20515-3309 


Dear  Mr.  McMillan: 

I  am  writing  to  express  my  views  concerning  H.R.  4160  "Orphan  Drug  Amendments  of 
1994".  I  serve  as  the  Senior  Vice  President  of  Research  for  Cato  Research,  a  lOO-person 
consulting  firm  which  provides  drug  development  advice  and  services,  including  regulatory 
(FDA)  strategies  to  the  biotechnology  industry  in  the  U.S.  Our  firm  currently  services  about 
25  clients  with  respea  to  their  development  of  novel  medications  for  the  treatment  of 
disease.  Over  the  past  five  years,  we  have  worked  closely  with  75  to  100  firms  in  the  U.S., 
most  of  whom  are  small  (5  to  50  person)  biotechnology  start-up  companies.  These  firms  are 
able  to  attract  investment  capital  to  develop  a  product  or  technology  which  holds  great 
promise  for  improving  medical  care,  but  for  which  the  risks  of  technical  failure  are  also 
substantial.  We  have  also  obtained  Orphan  Drug  designation  from  the  FDA  for  such 
companies  in  about  ten  instances,  and,  try  to  encourage  these  companies  to  develop  their 
products  for  orphan  diseases.  Thus,  we  are  in  an  excellent  position  to  understand  the 
impact  of  the  potential  changes  in  the  Orphan  Drug  Act  on  the  tendency  of  companies  to 
develop  products  for  orphan  diseases. 

While  I  support  many  of  the  proposed  changes  (see  below),  there  is  one  change  in  particular 
which  I  think  would  be  especially  detrimental.   My  comments  are  as  follows: 

(1)  Four-year  marketing  exclusivity  (seven  years)  for  drugs  with  "limited  commercial 
potential".  This  change  is  highly  problematic,  especially  since  it  contradicts  the  terms 
of  the  Patent  Restoration  Act  passed  by  Congress  in  the  1980s.  One  of  the  features 
of  the  Patent  Restoration  Act  is  to  provide  for  five  years  of  marketing  exclusivity  for 
new  chemical  entities  for  which  a  sponsor  submits  a  New  Drug  Apphcation  (NDA) 
(however,  this  does  not  apply  to  protein-type  drugs  for  which  a  Product  License 
Apphcation  (PLA)  is  required).  Thus,  firms  already  receive  five  years  of  marketing 
exclusivity  (protection  from  generic  copies)  from  the  FDA  for  drup  of  any  mjirket 
potential  —  if  a  patent  exists  with  an  expiration  date  beyond  the  five-year  time,  then 
the  marketing  exclusivity  lasts  for  the  life  of  the  patent  and  the  Orphan  Drug 
protection  is  irrelevant.  Since,  the  current  Orphan  Drug  Aa  in  reality  only  provides 
two  additional  years  of  marketing  exclusivity  beyond  that  already  granted  by  Congress, 
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reducing  this  period  of  exclusivity  to  four  years  effeaively  makes  this  provision 
useless  (except  in  the  limited  circumstance  of  a  new  Orphan  Drug  use  for  an  already 
marketed  drug  which  does  not  have  an  existing  patent  or  for  drugs  which  are  to  be 
approved  by  a  PLA.  In  such  cases,  the  exclusivity  of  the  new  Orphan  Drug  Act 
would  be  for  four  or  seven  years,  depending  on  the  new  law.).  In  the  instances 
where  the  Orphan  Drug  Act  provides  the  only  basis  for  marketing  exclusivity,  limiting 
this  period  to  four  years  will,  in  my  opinion,  substantially  discourage  the  development 
of  such  products. 

I  honestly  do  not  see  why  the  Congress  would  want  to  discourage  companies  from 
developing  Orphan  Drugs  by  shortening  the  period  of  exclusivity  below  seven  years. 
Presuinably,  Congress  has  a  concern  that  certain  diseases  which  start  as  Orphan 
Drugs,  but  which  evolve  into  major  illnesses,  such  as  AIDS,  should  not  be  covered 
by  the  Act.  This  concern  can  be  addressed  In  the  fumre  by  revoking  Orphan  Drug 
status  for  diseases  which  evolve  beyond  200,000  patients,  as  is  proposed  in  H.R.  4160. 
In  fact,  I  would  prefer  to  see  Congress  extend  the  period  of  Orphan  Drug  exclusivity 
to  ten  years,  thus  giving  further  encouragement  to  develop  such  new  compounds. 

(2)  I  am  either  neutral  or  support  the  remaiiting  provisions  of  H.R.  4160. 

(3)  I  suggest  Congress  consider  making  the  tax  credits  which  accrue  to  firms  with  R&D 
costs  for  Orphan  Drugs  to  be  eligible  to  be  carried  forward  for  at  least  ten  years. 
The  current  practice  permits  the  credits  to  be  taken  only  in  the  year  in  which  the 
expense  occurs.  Since  most  biotech  firms  run  deficits  for  at  least  several  years  during 
the  period  of  orphan  product  development,  the  aedit  aspect  of  the  Orphan  Drug  Aa 
is  largely  useless  to  the  biotechnology  industry  since  there  are  usually  no  ongoing 
profits  against  which  credits  can  apply.  A  meaningful  way  to  correct  this  would  be 
to  permit  the  credits  to  be  carried  forward  to  be  used  with  future  profits. 

I  hope  these  comments  will  be  useful  in  your  dehberations.   If  additional  input  is  needed 
from  the  private  sector,  I  would  be  pleased  to  reply. 

Thank  you  for  considering  these  views. 

Sincerely, 


Warren  Stem,  Ph.D. 

Senior  Vice  President  of  Research 
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July  6,  1994 

Alex  McMillan 
Member  of  Congress 
House  of  Representatives 
Washington,  DC  20515-3309 

Dear  Congressman  McMillan: 

I  am  writing  to  express  our  concern  about  many  of  the  proposed  changes  to  the  nation's  health 
care  system.  While  we  all  share  the  goal  of  broad  access  to  affordable  care,  we  do  not  wish 
Congress  to  overlook  the  vital  contributions  made  by  advancements  in  technology. 

Argus  develops  pharmaceuticals  to  treat  cancer  and  life  threatening  infections    Bringing  a  new 
drug  to  market  can  take  ten  years  or  longer  and  cost  from  tens  to  hundreds  of  millions  of  dollars. 
The  vast  majority  of  research  and  development  projects  do  not  result  in  commercial  products, 
although  these  failures  cannot  be  identified  until  many  millions  have  already  been  spent.  Argus 
and  our  peer  companies  in  the  development  stage  exist  not  only  because  of  an  inventor's  vision 
of  better  medicines,  but  because  investors  are  willing  to  bear  these  enormous  risks.  No  rational 
investor,  whether  venture  capitalist,  pension  fund,  banker  or  mutual  fund,  will  risk  money  in 
these  companies  without  the  potential  for  superior  investment  returns. 

We  are  concerned  that  proposed  legislation,  if  enacted,  will  impede  our  ability  to  achieve 
successful  results  from  our  development  programs.  Id  the  past,  for  example,  we  have  looked  to 
Orphan  Drug  exclusivity  as  a  product  development  incentive,  particularly  in  cases  where 
availability  of  patent  protection  was  uncertain.  The  proposed  shortening  of  the  exclusivity 
period  in  the  Orphan  Drug  Act  will  limit  the  opportunity  to  recoup  one's  investment  and  earn  an 
acceptable  return. 

I  recognize  that  the  Orphan  Drug  Act  is  one  element  of  a  complex  puzzle,  and  tradeoffs  must  be 
made  to  produce  a  favorable  "package".  When  examined  one  by  one,  however,  an^  law  which 
limits  the  freedom  to  earn  returns  commensurate  with  the  overwhelming  risks  of  drug 
development,  whether  it  shortens  Orphan  exclusivity,  weakens  patent  protection,  controls  prices, 
or  excessively  taxes  capital  gains,  will  make  it  more  difficult  to  raise  capital  and  less  likely  that 
we  can  grow  a  business,  create  jobs,  and  deliver  our  products  to  the  patients  who'll  benefit. 

Thank  you  for  your  consideration. 

Sincerely, 


Kenneth  M.  Cohen 

Vice  President,  Business  Affairs 


Argus  Phaniiac«ittcal$.  Inc      34CMD  Research  ForesI  I>i«     The  Woodlands  Te«5  77381     713/3671666     F»»  713/367.1675 


28 


McMillan— Page  3 

After  discussions  with  these  companies,  it  is  clear  to  me  that  the  real 
problem  with  H.R.  4160  is  its  willingness  to  alter  the  single  provision  which 
is  responsible  for  the  success  of  the  original  Orphan  Drug  Act.   This,  of 
course,  is  the  seven  year  exclusivity  granted  by  the  FDA  to  those  drugs  and 
medical  devices  that  are  accepted  under  this  statute. 

The  comments  of  Dr.  Warren  Stern  of  Cato  Research  (see  letter)  regarding 
the  exclusivity  provisions  are  particularly  enlightening.   During  the  hearing, 
I  repeatedly  asked  our  witnesses  how  they  envisioned  the  capital  markets 
reacting  to  a  reduction  in  the  exclusivity  period  for  Orphan  Drugs.   Nowhere 
in  the  testimony  did  I  receive  a  more  elegant  answer  than  I  got  in  Dr.  Stern's 
letter,  in  which  he  states  that  "limiting  this  period  to  four  years 
will ...  substantially  discourage  the  development  of  such  products." 

I  am  very  concerned  that  the  proposed  changes  to  the  Orphan  Drug 
statutes  will,  in  fact,  reduce  the  amount  of  capital  available  for  the 
research  and  discovery  of  new  orphan  drugs,  will  shorten  the  timeline 
available  to  recoup  the  cost  of  manufacturing  any  drugs  that  are  discovered 
(and  thus  correspondingly  drive  up  the  price  to  consumers,  many  of  whom 
already  have  difficulty  paying  for  their  drugs),  and  will,  in  the  final 
analysis,  hurt  those  Americans  we  are  trying  to  help. 

During  this  hearing,  it  became  clear  to  me  that  the  reason  put  forward 
to  pass  the  Orphan  Drug  Act  Amendments  of  1994  is  that  "some  companies"  have 
made  an  "excess  profit"  from  biologies  and  pharmaceuticals  protected  under  the 
current  law.   It  is  unfortunate  that  the  FDA  and  DHHS  could  not  find  the  time 
to  answer  the  request  for  information  shown  earlier  in  this  comment  section. 
If  they  had  chosen  to  do  so,  perhaps  one  could  show  that  the  current  law  truly 
does  need  some  changes.   In  my  mind,  however,  no  one  who  appeared  at  this 
hearing  has  provided  a  compelling  reason  why  Congress  should  move  forward  to 
alter  what  is  arguably  one  of  the  more  successful  pharmaceutical  laws  ever 
passed  by  Congress. 

The  issue  of  profitability  is  of  particular  interest  to  me.   Money  made 
in  excess  of  production  costs  are  often  plowed  back  into  research  to  develop 
other  drugs.   These  drugs  may  also  be  treatments  for  small  population 
diseases,  and  therefore  it  is  crucial  that  we  provide  the  cibility  of  orphan 
drug  manufacturers  to  turn  a  profit.   If  we  do  not,  then  I  believe  that  we 
will  quickly  see  research  and  development  of  these  drugs  disappear.   In  part, 
I  think  the  fear  that  Congress  will  amend  the  law  once  again  has  been  the 
prime  reason  for  fewer  and  fewer  orphan  drug  applications  to  the  FDA,  as  was 
heard  during  this  hearing. 

There  are  other  provisions  in  H.R  4160  which  I  believe  will  have  an 
adverse  affect  on  the  research  and  development  of  orphan  drugs,  but  none  so 
ill-advised  as  the  reduction  in  the  exclusivity  from  seven  years  to  four 
years.   Financial  markets  do  not  react  well  to  Congress  tinkering  with  laws 
every  couple  of  years  because  of  some  imagined  problem;  this  is  especially 
true  in  the  cases  of  societal  goods  like  orphan  drugs  which  have  very  long 
lead  times  to  develop.   Furthermore,  orphan  drugs  have  a  high  degree  of 
inherent  risk  in  their  research  and  development,  with  the  constant  possibility 
that  millions  of  dollars  may  be  spent  on  product  which  is  not  effective.   This 
Congress  should  not  add  to  that  risk  by  reducing  the  amount  of  time  companies 
on  the  cutting  edge  of  technology  have  in  recouping  their  investments. 
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Mr.  Waxman.  Mr.  Greenwood. 

Mr.  Greenwood.  Thank  you,  Mr.  Chairman. 

Very  briefly,  as  I  understand  the  chairman's  remarks,  the  intent 
of  the  amendments  would  be  to  assure  that  in  those  cases  where 
a  drug  enjoying  a  7-year  exclusivity  turns  out  to  have  a  value  or 
an  application  beyond  its  original  intent,  that  it  not  be  made  less 
available  to  the  wider  market  because  of  prohibitive  prices.  I  un- 
derstand that  concern,  yet  I  would  associate  myself  with  the  com- 
ments of  Mr.  McMillan,  who  expresses  what  may  be  a  more  signifi- 
cant concern,  that  concern  being  that  without  the  certainty  of  the 
7-year  exclusive  rights  that  we  may,  in  fact,  find  ourselves  with 
fewer  of  these  drugs  to  begin  with.  And  so  I  look  forward  to  trying 
to  settle  this  matter  in  the  coming  hearing. 

Thank  you. 

Mr.  Waxman.  Thank  you  very  much,  Mr.  Greenwood. 

Without  objection,  the  record  will  stay  open  for  other  members 
who  wish  to  insert  an  opening  statement  in  the  record. 

[Testimony  resumes  on  p.  42.] 

[The  opening  statement  and  questions  to  Commissioner  David 
Kessler  by  Hon.  Gerry  Studds  follow:] 
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OPENING  REMARKS 

CONGRESSMAN  GERRY  E.  STUDDS 

Hearing  of  the 

Health  and  Environment  Subcommittee 

on 

Orphan  Drug  Act  Amendments  of  1994  (HR  4160) 

June  16,1994 


Mr.  Chairman,  I  want  to  thank  you  for  coming  forth  with  a  bill 
that  would  restore  the  Orphan  Drug  Act  to  its  true  purpose:  to 
ensure  that  therapies  for  rare  diseases  are  developed  and  that 
patients  whose  lives  may  depend  on  them  have  access  to  these 
therapies . 

As  you  know,  I  have  been  involved  in  efforts  to  rewrite  the 
Orphan  Drug  Act  for  several  years.  In  1991,  I  introduced  a  bill 
and  in  1992,  you  and  I  collaborated  to  introduce  a  revised  version 
of  Orphan  Drug  Amendments  that  were  designed  to  encourage  the 
development  of  drugs  for  rare  diseases  that  had  little  commercial 
value  while,  at  the  same  time  limiting  the  potential  for  abuse  by 
"blockbuster"  products  that  slip  through  the  initial  approval 
process . 

The  Orphan  Drug  Act  provides  important  incentives  for 
manufacturers  to  research  and  develop  drugs  for  devastating 
diseases,  such  as  Tay  Sachs  disease,  Tourettes'  syndrome,  and 
phenylketonuria  or  PKU  disease.  Many  of  these  diseases  are 
debilitating  or  fatal  to  a  small  number  of  people,  such  as  Whitney 
Sisto,  a  seven  year  old  girl  who  lives  in  my  district  in  Duxbury, 
Massachusetts . 

Whitney  has  PKU  disease  --a  rare  genetic  defect  that  results 
in  the  inability  to  metabolize  protein  and  affects  about  6,000 
people  nationwide.  PKU  has  no  cure  and,  if  left  untreated,  leads 
to  profound  mental  retardation  and  death.  Many  PKU  victims  suffer 
severe,  irreversible  effects  from  the  disease,  even  though  the 
effects  of  PKU  are  entirely  preventable  if  controlled  by  a  strict 
diet. 

HR  4160  would  continue  to  provide  manufacturers  with 
incentives  to  develop  new  drugs  to  treat  rare  diseases,  such  as 
PKU.  The  bill  would  reduce  the  exclusive  protection  of  "orphan 
drug"  status  to  four  years  but  preserve  the  opportunity  for  renewal 
of  orphan  status  for  a  limited  three  year  period.  However,  the 
onus  for  continuation  of  orphan  drug  status  would  be  shifted  to  the 
manufacturer  by  requiring  further  FDA  approval. 

This  renewal  process  would  limit  the  potential  of  drug 
manufacturers  to  exploit  their  exclusive  protection  in  the  case  of 
"blockbuster"  drugs  which  turn  out  not  to  be  true  "orphans" .  The 
bill  also  provides  for  shared  orphan  status  for  companies  that 
simultaneously  develop  orphan  drugs. 

This  bill  represents  a  successful  effort  to  balance  our 
national  interest  in  innovative  new  drugs  against  the  need  for 
serious  efforts  to  constrain  costs.  Furthermore,  it  represents  a 
consensus  within  industry  and  among  Members  of  both  Houses  who 
worked  closely  to  arrive  at  a  compromise  version  of  the  bill  that 
all  interested  parties  could  support.  Mr.  Chairman,  I  commend  your 
efforts  in  this  regard  and  urge  my  colleagues  to  support  the  bill. 
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FDA  Commissioner  David  Kessler,  MO 

from  Congressman  Gerry  E.  studds 

Hearing  of  the 

Health  and  Environment  Subcommittee 
on 

Orphan  Drug  Act  Amendments  of  1994  (HR  4160) 

June  16,  1994 

Question  1;   Orphan  Drug  status 

By  most  accounts,  the  Orphan  Drug  Act  has  been  a  success. 
However,  in  some  cases,  the  law  has  been  subverted  by 
commercial  "blockbuster"  products  that  were  granted  orphan 
status  by  FDA.   How  many  products  has  FDA  granted  orphan  status 
since  this  status  became  available?   How  many  products  apply 
for  this  status  annually  and  how  many  are  granted  this  status 
annually?   How  many  products  have  become  "blockbuster"  drugs, 
despite  their  orphan  status 


■> 


Response 

As  of  June  10,  1994,  the  Food  and  Drug  Administration 
(FDA)  has  granted  570  orphan  designations  and  approved  a  total 
of  106  marketing  applications  for  designated  orphan  products. 

The  number  of  applications  and  designations  granted  varies 
from  year  to  year.   The  numbers  for  the  past  several  years  are: 

Year  Applications        Granted 

1993 
1992 
1991 
1990 
1989 
1988 

As  has  been  widely  reported,  a  few  orphan  products  have 
generated  significant  sales  and  presumably  have  been 
profitable.   FDA,  however,  does  not  track  sales  of 
pharmaceutical  drug  products,  including  orphan  drug  products. 
The  Agency  has  no  way  of  knowing  how  much  capital  was  spent  on 
developing  these  products  and,  therefore,  cannot  make  a 
judgement  on  what  the  profit  margin  might  be. 
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Question  2:   Limits  on  Orphan  status 

Under  HR  4160,  in  order  to  renew  their  orphan  status,  the 
manufacturer  would  be  required  to  show  the  FDA  that  the  drug 
(1)  continues  to  have  "limited  commercial  potential."   How 
might  FDA  determine  that  a  product  which  is  requesting  renewal 
of  orphan  status  has  "limited  commercial  potential"  under  the 
amendments? 


Response 

If  required  to  determine  "limited  commercial  potential"  as 
prescribed  by  the  amendments,  FDA  would  favor  a  "bright  line" 
test,  i.e.,  one  that  uses  unambiguous  and  readily  available 
data  from  a  publicly  available  source  independent  of  the  drug 
industry.   The  criteria  would  be  developed  in  rulemaking. 

Question  3;   Drugs  in  Short  Supply 

How  is  FDA  assuring  that  shortages  of  orphan  drugs  do  not 
arise,  such  as  for  multiple  sclerosis  which  is  currently  in 
short  supply?   Is  FDA  encouraging  other  applications  for 
products  to  treat  multiple  sclerosis? 


Response 

Product  shortages  arise  from  a  variety  of  causes,  such  as 
the  unavailability  of  raw  materials  or  packaging  components, 
marketing  decisions,  and  regulatory  issues.   In  October,  1993, 
the  Center  for  Drug  Evaluation  and  Research  (ODER)  issued  a 
Compliance  Policy  Guide  (CDER  4405.4,  enclosed)  establishing 
procedures  for  the  evaluation  of  drug  shortage  situations  so 
appropriate  actions  may  be  taken  promptly. 

In  the  few  instances  where  the  FDA  has  become  aware,  in 
advance,  of  potential  shortages  of  orphan  products,  the  agency 
has  successfully  worked  with  manufacturers  to  assure  continuity 
of  supply.   The  situation  that  arose  with  Betaseron  for 
Multiple  Sclerosis  was  unusual.   The  product  was  reviewed  and 
approved  by  FDA  more  quickly  than  the  manufacturer  anticipated. 
FDA  has  been  assisting  the  manufacturer  in  its  efforts  to  scale 
up  production  of  this  product  by  expediting  the  review  and 
approval  of  a  new  manufacturing  site. 

FDA  currently  is  reviewing  a  number  of  applications  for 

products  to  treat  Multiple  Sclerosis  (MS).  In  addition,  FDA's 

Orphan  Products  Grants  Program  currently  is  funding  a  study  of 

2-Chlorodeoxyadenosine  for  the  treatment  of  MS. 
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Question  4;   Approval  of  Competing  Products 

What  steps  has  FDA  taken  to  assure  that  orphan  drugs  do 
not  receive  de  facto  extension  of  their  status  due  to  delays  in 
approval  of  competing  products  after  the  expiration  of 
exclusivity? 

What  is  FDA's  position  concerning  review  of  potential 
competitors  while  orphan  status  is  still  in  effect?   In  some 
cases,  such  as  human  growth  hormone,  FDA  appears  to  have  waited 
until  expiration  of  exclusivity  before  completing  its  review. 
Please  provide  a  chronology  of  FDA's  action  on  applications  for 
approval  of  competitor  growth  hormone. 

Response 

FDA's  goal  is  to  approve  all  applications  as  soon  as 
possible.   When  possible,  we  try  to  approve  applications  for 
copies  of  orphan  drugs  on  the  date  the  originator's  orphan 
exclusivity  expires.   The  timing  of  drug  application  reviews  is 
unaffected  by  orphan  exclusivity  (except  as  noted  in  the  next 
paragraph  for  biotechnology  drugs) .   When  orphan  exclusivity  is 
in  effect,  however,  after  the  review  is  completed,  the 
applicant  is  sent  a  letter  that  states,  in  addition  to  any 
deficiencies  identified  during  the  review,  that  the  application 
is  not  approvable  at  that  time  due  to  the  orphan  drug 
exclusivity  that  the  innovator  product  holds.   The  letter  also 
states  the  date  the  orphan  exclusivity  expires. 

With  respect  to  biotechnology  drugs,  such  as  human  growth 
hormone  (hGH) ,  our  current  policy  is  to  defer  review  of  the 
chemistry,  manufacturing  and  controls  (CMC)  section  of  the 
application  until  one  year  before  the  orphan  exclusivity  runs 
out.   This  is  because  the  biotechnology  field  is  new,  complex, 
and  rapidly  changing.   Technology  likely  will  change  in  the 
seven  years  between  approval  of  the  originator  orphan  product 
and  expiration  of  orphan  exclusivity.   Therefore,  we  believe  it 
would  be  an  inefficient  use  of  resources  to  review  the  CMC 
section  of  the  New  Drug  Application  and  to  conduct 
applications-related  inspections  of  the  facilities  more  than 
one  year  before  a  biotechnology  application  can  be  approved. 

In  the  case  of  hGH,  five  applications  for  competing 
products  were  submitted  to  FDA  at  various  times  in  the  years  of 
originator  orphan  exclusivity  (before  they  could  be  approved) . 
Each  was  reviewed  when  it  was  received.   All  five  competing  hGH 
applicants  were  asked  in  the  original  "not  approvable"  letters, 
as  well  as  in  reminder  letters  dated  February  23,  1993,  to 
amend  their  applications  with  updated  CMC  data  one  year  prior 
to  expiration  of  orphan  exclusivity  on  March  8,  1994.   One 
applicant,  however,  did  not  amend  until  raid-April,  1993,  and 
two  others,  until  late  July,  1993.   Nonetheless,  all  five 
applications  received  a  complete  review  of  CMC  information 
prior  to  the  expiration  of  orphan  exclusivity.   Of  those  five 
applications,  only  two  were  acceptable  for  CMC.   Only  one  of 
the  two  acceptable  applications  could  be  approved  on  March  8, 
1994;  the  other  applicant  failed  its  establishment  inspection 
and  is  awaiting  reinspection. 

Three  applications  contained  unacceptable  CMC  information. 
In  addition,  the  manufacturing  facilities  identified  in  those 
three  applications  either  have  failed  inspection  or  are  not 
ready  for  reinspection  after  failing  a  previous  inspection. 

We  continue  to  work  with  the  four  remaining  applicants  and  hope 
we  will  be  able  to  approve  their  applications  in  the  near 
future. 
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^TAFF  MANUAL  GUIDE 

FOOD  AND  DRUG  ADMINISTRATION 

CENTER  FOR  DRUG  EVALUATION  AND  RESEARCH       GUIDE 
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DRUG  SHORTAGE  MAKAGEMENT 


1.  Purpose 

2.  Definition 

3 .  Background 

4.  Responsibilities  and  Procedures 
Attachment  A  -  Drug  Shortage  Policy 

Attachment  B  -  How  to  Report  a  Drug  Shortage  Report 

PURPOSE.   This  guide  establishes  Center  procedures  for  the 
evaluation  of  drug  shortage  situations,  so  that  appropriate 
actions  may  be  taken  promptly.' 

DEFINITIONS. 

CDER  Drug  Shortage  Coordinator  -  designated  by  the  Center's 
Deputy  Director  for  Science  and  Medical  Affairs  to  facilitate 
a  determination  by  the  appropriate  Office  Director(s)  as  to 
the  medical  necessity  of  the  shortage  product (s)  as  soon  as 
practicable  (see  4.A.(1)). 

Medically  Necessary  Product  -  A  product  is  considered  to  be 
medically  necessary,  or   a  medical  necessity,  if  it  is  used  to 
treat  or  prevent  a  serious  disease  or  medical  condition,  and 
there  is  no  other  available  source  of  that  product  or 
alternative  drug  that  is  judged  by  medical  staff  to  be  an 
adequate  substitute.  Patient  "inconvenience"  alone  is  an 
insufficient  basis  to  classify  a  product  as  a  medical 
necessity. 

BACKGROUND.   It  is  Agency  policy  to  attempt  to  prevent  or 
alleviate,  shortages  of  medically  necessary  products.   A  drug 
shortage  situation  may  involve  an  actual  or  potential  shortage 
of  a  drug  product.   The  Agency  may  be  alerted  to  shortage 
situations  by  external  sources  such  as  health  care 
professionals,  industry,  the  press,  and/or  consumer  groups,  or 
through  normal  FDA  surveillance  and  enforcement  activities. 
Drug  shortages  may  arise  from  varying  causes,  such  as  the 
unavailability  of  raw  materials  or  packaging  components, 
marketing  decisions,  and  enforcement  issues. 


'This  guide  does  not  confer  any  rights  or  expectations  on  any 
person  who  may  claim  that  the  guidance  was  not  followed  or  was 
implemented  improperly. 
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External  reports  of  shortages  are  also  received  through  the 
Drug  Shortage  system  (DSs)  operated  by  the  Drug  Quality 
Reporting  System  (DQRS) .   The  DSs  responds  to  questions  from 
health  professionals,  consumers,  and  others  regarding  drug 
shortage  issues.   They  then  contact  the  involved  manufac- 
turer(s)  or  supplier(s),  FDA's  field  organization,  and 
appropriate  Center  staff  to  determine  whether  the  shortage  is 
caused  by  production  or  distribution  problems.   Each  report  is 
assigned  an  individual  accession  number  and  entered  into  the 
DQRS  data  base. 

In  addition,  FDA  has  requested  that  the  industry  report 
shortage  situations  involving  medically  necessary  products. 

RESPONSIBILITIES  AND  PROCEDURES  (See  Attachment  A). 

GENERAL  PROCEDURES.   All  drug  shortage  situations  will  be 
reported  promptly  to  CDER.  Shortage  situations  involving 
FDA  enforcement  activities  will  be  forwarded  to  the 
Office  of  Compliance  {HFD-300) ,  while  all  other  shortage 
situations  will  be  forwarded  to  the  Division  of 
Epidemiology  and  Surveillance  (HFD-730)  (see  Attachment 
B). 

All  reports  will  be  screened  by  HFD-300  and  HFD-730  to 
determine  whether  a  real  or  potential  shortage  situation, 
in  fact,  exists.   If  a  bona  fide  shortage  situation  is 
confirmed,  the  shortage  issue  will  be  brought  to  the 
attention  of  the  CDER  Drug  Shortage  Coordinator  for  a 
determination  as  to  the  medical  necessity  of  that 
product (s)  as  soon  as  practicable. 

Special  actions  may  range  from  discussions  with  the 
industry,  acceleration  of  NDA/ANDA  review  activities, 
and/or,  in  extraordinary  circumstances,  enforcement 
discretion. 

A.    Center  for  Drug  Evaluation  and  Research  (CDER) . 

1.    Office  of  Compliance  (HFD-3001  . 

ODER'S  Office  of  Compliance  monitors  the 
resolution  of  all  shortage  situations  involving 
compliance  issues. 

Depending  on  these  issues,  either  the  affected 
Compliance  Division (s)  or  Recall  Officer  will 
have  the  lead.   Responsibilities  include: 
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a.  Receiving  and  monitoring  reports  of 
shortage  situations  involving  compliance 
problems.   Situations  may  result  from 
voluntary  actions  by  the  manufacturer, 
e.g.,  recalls,  cessation  of  distribution, 
contemplated/ongoing  regulatory  actions  to 
correct  violations. 

b.  Screening  the  reports  and  forwarding  to 
the  CDER  Drug  Shortage  Coordinator  if  a 
bona  fide  shortage  situation  exists. 

This  may  involve  coordination  with  various 
headquarters  and  Field  offices  to  obtain 
information  that  more  fully  characterizes 
the  nature  and  scope  of  the  situation. 

In  all  cases,  the  affected  Compliance 
Division(s)  coordinates  with  the  CDER 
Recall  Officer  who  represents  the  Director 
of  the  Office  of  Compliance. 

c.  Participates  in  discussions  to  character- 
ize the  impact  of  the  compliance  issues  on 
the  overall  quality  of  the  product  and  to 
identify  any  precedent  actions  bearing 
upon  the  issue. 

2 .    Division  of  Epidemiology  and  Surveillance  fPES^ 
(HFD-730)  . 

DES  monitors  the  resolution  of  all  reports  or 
situations  involving  product  shortages  relating 
to  non-compliance  problems.   Responsibilities 
include: 

a.  Operating  the  Drug  Shortage  system  (DSs) . 

b.  Receiving  reports  of  shortages  from  FDA 
units,  industry,  and  health  profes- 
sional's. 

c.  Conducting  an  evaluation  of  the  reported 
shortage,  which  includes: 

(1)   determining  the  cause  of  the  reported 
shortage,  e.g.,  production  vs. 
distribution; 
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(2)  contacting  the  person  who  reported 
the  shortage  to  obtain  additional 
information,  including  actions  taken 
to  obtain  the  drug; 

(3)  identifying  proportional  market 
share. 

d.  Contacting  the  Office  of  Compliance  (HFD- 
300)  to  determine  whether  FDA  compliance 
actions  are  related  to  the  shortage.   If 
so,  forwarding  a  report  to  the  Office  of 
Compliance  for  resolution. 

e.  Forwarding  a  confirmed  drug  shortage 
situation  to  the  CDER  Drug  Shortage 
Coordinator  to  determine  whether   the 
product  is  a  medical  necessity. 

f.  Responding  to  Office  of  Compliance 
requests  for  market  share  information  for 
use  in  resolving  evaluations  of  situations 
involving  compliance  problems. 

g.  Maintaining  a  computerized  data  base 
containing  all  drug  shortage  reports. 

Office  of  the  Director. 

The  Deputy  Director's  designee  serves  as  the 
CDER  Drug  Shortage  Coordinator  for  confirmed 
drug  shortages.  Responsibilities  include: 

a.  Requesting  the  Director (s)  of  the  review 
office(s)  to  determine  whether  the 
product (s)  is  a  medical  necessity.   If 
appropriate,  convenes  an  ad  hoc  meeting 
with  the  appropriate  Office  Director (s) 
and  review  division  personnel. 

b.  When  a  medical  necessity  exists, 
coordinates  an  action  plan  to  prevent  or 
mitigate,  whenever  possible,  a  supply 
disruption. 

Note:   Enforcement  discretion  may  be 
exercised  where  the  shortage  situation 
results  from  compliance  issues.  A  decision 
to  exercise  such  discretion  as  the  option 
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best  meeting  the  public  interest,  must  be 
based  on  careful  consideration  of  the 
impact  of  the  violations  on  the  quality  of 
the  product,  the  medical  risks  that  would 
result  from  them,  and  any  other  factor 
that  CDER  deems  relevant.  The  Office  of 
Compliance  (OC) ,  Office  of  Enforcement 
(OE) ,  Office  of  General  Counsel  (OGC) ,  and 
the  Field  will  participate  in  these 
discussions  to  describe  the  impact  of  the 
violations  on  the  overall  quality  of  the 
product.' 

c.  Determining  whether  there  are  other 
sources,  alternate  products,  routes,  or 
dosages  for  the  drug  product (s),  (the 
contractor  for  the  Drug  Quality  Reporting 
System  and  the  field  offices  may  be 
requested  to  assist  in  determining 
alternate  sources  and  production 
capacity) ;  and, 

d.  Assuring  that  the  Agency  position  is 
defensible  and  documented.  This  may  re- 
quire consultation  and/or  concurrence  of 
the  Director  of  CDER,  OGC,  or  other  Agency 
officials. 

B.    Office  of  Regulatory  Affairs. 

1.   District  Offices. 

a.  The  district  will  forward  drug  shortage 
situations  that  do  not  involve  compliance 
issues  directly  to  the  Division  of 
Epidemiology  and  Surveillance  (HFD-730) . 
Shortages  can  be  reported  to  the  Division 
of  Emergency  and  Epidemiological 
Operations  (DEEO) ,  HFC-160,  only  for 
after-hour  emergencies.   DEEO  will 
forward  these  reports  to  HFD-73  0. 

b.  The  district  will  alert  and  then  forward 
directly  to  the  Office  of  Compliance  (HFD- 


'a  decision  to  exercise  or  refrain  from  exercising  enforcement 
discretion  is  not  subject  to  judicial  review. 
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300)  drug  shortage  situations  involving 
compliance  issues. 

c.  District  recommendations  for  regulatory 
actions  will  identify  potential  shortage 
situations  warranting  consideration  by 
CDER. 

d.  For  medical  necessities,  the  district  will 
work  with  CDER  in  determining  the  nature 
and  scope  of  shortage  situations. 

2 .    Division  of  Emergency  and  Epidemiological 
Operations  fPEEO) . 

a.    DEED  will  promptly  advise  CDER  of  all 
shortage  reports  received.   Reports 
related  to  Compliance  issues  are  sent  to 
HFD-300.   All  other  reports  are  sent  to 
HFD-730. 
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DRUG  SHORTAGE  MANAGEMENT  RESPONSIBILITIES 
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HOW  TO  PROCESS  A  DRUG  SHORTAGE  REPORT 
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Mr.  Waxman.  Our  first  witness  today  is  William  Corr,  Deputy 
Assistant  Secretary  for  Health.  It  is  certainly  appropriate  that  Mr. 
Corr  is  here  to  testify.  When  the  Orphan  Drug  Act  was  enacted, 
Mr.  Corr  worked  as  a  staff  counsel  to  this  subcommittee  and  on  the 
Orphan  Drug  Act  itself. 

Mr.  Corr,  we  are  delighted  to  have  you  here.  You  are  accom- 
panied by  Marlene  Haffner,  Director  of  the  FDA's  Office  of  Orphan 
Products.  Your  full  statement  will  be  in  the  record  in  its  entirety. 
We  would  like  to  recognize  you  for  your  oral  presentation  at  this 
point. 

STATEMENT  OF  WILLIAM  V.  CORR,  DEPUTY  ASSISTANT  SEC- 
RETARY FOR  HEALTH,  DEPARTMENT  OF  HEALTH  AND 
HUMAN  SERVICES,  ACCOMPANIED  BY  MARLENE  HAFFNER, 
DIRECTOR,  OFFICE  OF  ORPHAN  PRODUCTS,  FOOD  AND 
DRUG  ADMINISTRATION 

Mr.  Corr.  Thank  you,  Mr.  Chairman,  for  those  opening  remarks. 
It  is  a  pleasure  to  be  here  to  testify  on  behalf  of  the  administration 
on  H.R.  4160. 

Mr.  Chairman,  you  and  members  of  this  subcommittee  were  in- 
strumental in  enacting  the  Orphan  Drug  Act,  and  throughout  the 
past  decade  you  have  provided  continued  leadership  in  strengthen- 
ing the  act  to  make  it  work  better. 

Before  addressing  the  legislation,  I  would  like  to  take  just  a  mo- 
ment and  talk  a  bit  about  the  status  of  the  progi'am  and  what  the 
Orphan  Drug  Office  does.  There  is  a  lot  of  focus  on  the  act  and  on 
changes  to  it,  and  sometimes  we  don't  realize  what  other  things  the 
people  at  FDA  are  doing. 

As  this  subcommittee  knows  well,  the  Orphan  Drug  Act  was  en- 
acted to  provide  drug  manufacturers  incentives  to  develop  drugs  for 
rare  diseases  and  conditions — drugs  which  by  definition  have  very 
small  markets  and  little  commercial  value.  The  stafi*  of  the  FDA's 
Office  of  Orphan  Products  Development  works  with  manufacturers 
and  individual  researchers  on  the  development  of  these  products. 

The  activities  include  administering  the  designation  process, 
which  is  the  mechanism  by  which  sponsors  receive  the  research  tax 
credits  and  the  marketing  exclusivity  that  is  provided  for  in  the 
act.  The  office  also  awards  grants  to  researchers  in  support  of  clini- 
cal trials  of  products  and  to  treat  rare  diseases  and  conditions  and 
provides  a  myriad  of  other  services  such  as  making  special  efforts 
to  meet,  at  the  early  stages  of  development,  with  interested  compa- 
nies to  help  plan  the  product  development  program  and  to  define 
the  studies  that  are  needed. 

In  the  period  since  enactment  of  the  Orphan  Drug  Act,  the  FDA 
has  conducted  literally  hundreds  and  hundreds  of  meetings  to  pro- 
vide information  to  prospective  sponsors,  to  assist  them  in  meeting 
the  various  provisions  of  the  act,  and  to  advise  them  on  clinical 
studies  and  provide  guidance  on  the  process  for  applying  for  mar- 
keting approval. 

Our  Orphan  Products  Grants  Program  complements  these  efforts 
by  providing  direct  support  for  research  on  unmarketed  products 
and  on  orphan  uses  of  marketed  products  when  there  is  no  com- 
mercial sponsor. 
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Our  experience  with  the  Orphan  Drug  Act,  as  has  been  noted 
here  repeatedly,  has  been  very  positive.  Since  enactment  in  1983, 
the  statement  says  104  new  therapies.  We  can  now  announce  there 
are  105  new  therapies  that  have  been  approved  for  orphan  condi- 
tions, and  over  500  designations  have  been  granted  for  orphan 
products.  The  number  stands  in  stark  contrast  to  the  10  orphan 
drugs  that  were  approved  by  FDA  in  the  decade  prior  to  enactment 
of  the  legislation. 

In  our  view,  this  program  has  been  extremely  successful  in  bring- 
ing needed  drugs  and  biological  products  to  patients  who,  without 
them,  would  suffer  serious  and  life-threatening  diseases.  We  be- 
lieve the  program  continues  to  provide  enormous  hope  to  those  who 
suffer  from  rare  diseases  and  conditions. 

However,  as  with  all  programs,  as  they  mature,  concerns  develop 
and  problems  arise  that  need  to  be  addressed.  Concerns  with  re- 
gard to  this  program  have  arisen  where  some  orphan  products — 
and  there  have  only  been  a  handful — have  used  the  Orphan  Drug 
Act  to  block  competition  or  to  charge  higher-than-usual  prices  for 
products  to  the  detriment  of  the  patients  that  the  act  was  designed 
to  serve. 

The  administration  is  concerned  about  these  issues  and  believes 
that  it  is  very  important  that,  as  we  deal  with  these,  we  not  lose 
sight  of  the  very  beneficial  impact  that  the  act  has  had. 

Mr.  Chairman,  one  current  issue  is  well-known  to  this  sub- 
committee and  is  addressed  in  the  legislation — a  handful  of  ap- 
proved orphan  products  have  experienced  substantial  sales  volume. 
Those  products  have  generated  concerns  about  the  act  and  possibly 
put  its  support  in  jeopardy,  and  in  some  cases  have  provided  un- 
necessary assistance  to  highly  successful  drugs. 

As  we  evaluate  this  issue,  it  is  important  to  remember  that  the 
goal  of  the  original  act,  and  the  amendments  since  the  act,  are  to 
stimulate  the  development  of  products  of  little  commercial  value  to 
treat  rare  diseases  and  conditions  and  to  make  them  available  to 
people  who  need  them. 

As  all  members  of  this  committee  know  well,  there  is  a  patent 
system  that  runs  parallel  with  the  exclusivity  provisions  of  the  Or- 
phan Drug  Act;  and  the  goal  of  the  Orphan  Drug  Act  is  to  promote 
the  development  of  drugs  of  little  commercial  value. 

In  recent  years,  as  the  chairman  pointed  out,  legislative  activity 
has  been  aimed  at  resolving  the  controversy  regarding  use  of  the 
act  as  a  block  to  competition  for  drugs  with  substantial  commercial 
potential,  rather  than  as  the  stimulus  it  was  designed  to  be.  The 
administration  agrees  that  it  is  important  to  put  an  end  to  the  con- 
troversy and  reintroduce  the  integrity  of  the  act's  original  purpose. 
It  is  also  important  to  put  an  end  to  the  uncertainty  among  drug 
developers  about  what  changes  might  be  made  to  the  act,  because 
that  uncertainty  has  itself  been  a  deterrent  to  the  development  of 
orphan  products. 

The  administration  supports  the  goal  of  H.R.  4160  to  resolve  the 
controversy  and  the  uncertainty.  We  are  concerned,  however,  that, 
as  currently  drafted,  the  bill  retains  some  degree  of  uncertainty  re- 
garding the  terms  under  which  a  3-year  extension  would  be  grant- 
ed. 
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We  believe  in  accomplishing  the  goal  of  this  legislation  we  should 
strive  to  make  the  process  for  granting  extensions  for  these  drugs 
as  predictable  and  administratively  simple  as  possible.  We  would 
propose  that  drugs  with  limited  commercial  potential,  as  dem- 
onstrated through  sales  information  respecting  those  drugs,  be  as- 
sured the  grant  of  the  additional  3-year  extension.  We  do  not  be- 
lieve it  is  necessary,  in  those  instances,  to  allow  for  the  consider- 
ation of  other  criteria. 

There  may  be  other  situations  where  the  grant  of  the  additional 
3  years  exclusivity  would  be  appropriate,  even  though  the  sales  cri- 
teria do  not  by  themselves  qualify  the  drug  for  continued  orphan 
designation — in  other  words,  for  the  receipt  of  the  additional  3 
years.  We  would  propose  that  the  Secretary  be  given  the  discretion 
to  determine  what  those  other  criteria  should  be. 

We  would  very  much  like  to  work  with  the  subcommittee  to  de- 
velop the  specific  statutory  language  that  would  support  this  gen- 
eral concept.  Unlike  prior  proposals,  H.R.  4160  would  amend  the 
Food,  Drug,  Cosmetic  Act  that  requires  that  after  4  years  the  spon- 
sor demonstrate  continued  limited  commercial  potential  in  order  to 
attain  the  3  additional  years  of  exclusivity. 

H.R.  4160  would  provide  true  orphan  drugs  with  the  full  7  years 
of  exclusivity  that  the  current  law  provides.  The  sponsor  merely 
has  to  demonstrate  continued  lack  of  commercial  potential  for  the 
drug  through  a  clear  and  concise  measure  to  be  developed  through 
regulations. 

Another  major  provision  in  the  legislation  involves  orphan  drugs 
that  are  simultaneously  developed.  There  have  been  instances 
where  two  or  more  sponsors  have  undertaken  the  development  of 
the  same  drug  for  the  same  orphan  indication.  This  suggests  sig- 
nificant potential  for  these  products,  but  under  current  law  the 
first  sponsor  to  reach  approval  receives  the  7-year  grant  of  exclu- 
sivity, and  the  second  company  or  third  has  to  simply  wait  for  the 
7  years  to  pass. 

H.R.  4160  addresses  prospectively  the  issue  of  simultaneous  de- 
velopment of  orphan  drugs  by  authorizing  approval  of  a  competing 
product  when  it  is  developed  simultaneously. 

In  conclusion,  Mr.  Chairman,  I  would  like  to  point  out  that  the 
administration  is  committed  to  working  with  the  subcommittee  to 
ensure  that  this  compromise  provides  the  certainty  that  is  essential 
to  the  industry's  continued  participation  in  orphan  drug  develop- 
ment. We  should  leave  no  doubt  that  drugs  of  limited  commercial 
potential  will  obtain  the  3-year  extension  of  exclusivity,  thus  re- 
taining the  strong  incentive  that  exists  today,  the  full  7  years  of 
exclusivity. 

We  look  forward  to  working  with  the  subcommittee  to  clarify  the 
requirements  for  exclusivity  established  by  these  amendments.  We 
are  prepared  to  provide  whatever  assistance  we  can  as  the  bill 
moves  through  the  legislative  process. 

The  Orphan  Drug  Act  has  been  remarkably  successful.  We  need 
to  keep  in  mind,  I  would  like  to  say  once  more,  the  act's  original 
intent  of  providing  an  environment  that  fosters  development  of 
products  to  treat  rare  diseases  and  disorders  that  are  of  limited 
commercial  potential. 
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The  incentives  provided  by  the  act  do  that  and  are  important  to 
promote  activities  that  might  otherwise  not  occur.  These  amend- 
ments are  intended  to  guarantee  the  full  7  years  exclusivity  to 
drugs  that  truly  are  of  limited  commercial  potential,  thus  preserv- 
ing the  intent  of  the  original  law.  They  will  ensure  the  continued 
success  of  the  Orphan  Drug  Act  in  providing  market  protection 
where  necessary  to  stimulate  drug  development  but  at  the  same 
time  foster  competition  where  the  potential  for  competition  exists. 

Thank  you,  Mr.  Chairman.  With  that,  I  will  conclude  and  answer 
any  questions. 

Mr.  Waxman.  Thank  you  very  much,  Mr.  Corr. 

[The  prepared  statement  of  Mr.  Corr  follows:] 

Statement  of  William  V.  Corr 

Mr.  Chairman,  I  am  pleased  to  testify  before  the  subcommittee  regarding  H.R. 
4160,  the  Orphan  Drug  Amendments  of  1994,  and  the  activities  of  the  Food  and 
Drug  Administration  (FDA)  in  the  area  of  orphan  products  development.  Members 
of  this  committee  were  instrumental  in  enacting  the  Orphan  Drug  Act  and,  through- 
out the  past  decade,  you  have  provided  continued  leadership  in  strengthening  the 
Act  to  make  it  work  better.  Before  addressing  the  legislation  that  is  being  consid- 
ered, let  me  first  provide  a  status  report  on  the  overall  progress  of  the  Orphan  Drug 
Program. 

As  you  know,  the  Orphan  Drug  Act  (Act)  was  enacted  to  provide  drug  manufactur- 
ers incentives  to  develop  drugs  for  rare  diseases  and  conditions — drugs  which  by 
definition  have  very  small  markets  and  are  of  little  commercial  value.  The  staff  of 
the  FDA's  Office  of  Orphan  Products  Development  works  with  manufacturers  or  in- 
dividual researchers  on  the  development  of  their  products.  Activities  of  the  Office 
include  administering  the  orphan  designation  process,  which  is  the  mechanism  by 
which  sponsors  receive  the  research  tax  credits  and  marketing  exclusivity  provided 
by  the  Act;  awarding  grants  to  support  clinical  trials  of  products  to  treat  rare  dis- 
eases or  conditions;  and  providing  myriad  other  services  in  support  of  products  to 
treat  rare  diseases. 

The  evaluation  and  approval  of  all  New  Drug  Applications  or  Product  Licensing 
Applications  is  done  by  the  Center  for  Drug  Evaluation  and  Research  or  the  Center 
for  Biologies  Evaluation  and  Research,  respectively.  In  the  case  of  orphan  drugs,  as 
with  all  drugs,  our  reviewing  offices  make  special  efforts  to  meet  at  early  stages 
with  interested  companies  to  help  plan  the  product  development  program  and  define 
needed  studies.  In  the  period  since  enactment  of  the  Orphan  Drug  Act,  the  FDA  has 
conducted  hundreds  of  meetings  to  provide  information  to  prospective  sponsors,  as- 
sist sponsors  in  meeting  various  provisions  of  the  Act,  advise  on  clinical  studies,  and 
provide  guidance  on  the  process  for  applying  for  marketing  approval  of  orphan 
drugs. 

Our  Orphan  Products  Grants  Program  complements  these  efforts  by  enabling  us 
to  provide  direct  support  for  research  on  both  unmarketed  products  and  orphan  uses 
of  marketed  products.  Examples  of  FDA-supported  research  include  a  clinical  trial 
of  2-chlorodeokyadenosine  for  hairy  cell  leukemia,  intrathecal  baclofen  for  severe 
spasticity,  and  Adagen  for  severe  combined  immunodeficiency  syndrome.  Since  in- 
ception of  the  Act,  229  grants  have  been  awarded  for  the  development  of  products 
to  treat  orphan  diseases. 

Our  experience  with  the  Orphan  Drug  Act  has  been  very  positive.  From  1983 
through  May  26,  1994,  104  new  therapies  for  orphan  conditions  have  come  to  the 
market  and  567  designations  have  been  granted  for  orphan  products.  This  number 
stands  in  stark  contrast  to  the  10  orphan  drugs  approved  by  FDA  in  the  decade  pre- 
ceding passage  of  the  original  Act.  A  large  number  of  products  are  in  various  stages 
of  development. 

Orphan  drugs  that  have  been  approved  include  Panhematin  for  the  treatment  of 
porphyria,  Digibind  for  the  treatment  of  potentially  life-threatening  digitalis  tox- 
icity, Cytovene  (ganciclovir)  for  the  treatment  of  cytomegalovirus  retinitis,  a  sight- 
threatening  complication  of  HIV  infection,  and  Adagen  (pegademase  bovine)  for  se- 
vere combined  immunodeficiency  syndrome. 

In  our  view,  this  program  has  been  extremely  successful  in  bringing  needed  drugs 
and  biological  products  to  patients  who  were  without  therapy  for  serious  and  life- 
threatening  diseases.  This  program  continues  to  give  hope  to  those  who  suffer  from 
rare  diseases  or  conditions.  The  continuous  stimulus  of  the  Act  and  the  climate  it 
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has  created  are  playing  a  large  part  in  the  ability  of  companies  to  market  orphan 
products.  In  addition,  many  orphan  drugs  have  been  made  available  to  patients  as 
early  in  the  process  as  possible  through  the  use  of  the  treatment  IND  process. 

Some  concerns  have  arisen,  however,  regarding  the  ability  of  drug  companies  to 
use  the  Orphan  Drug  Act  to  block  competition  or  charge  higher  than  usual  prices 
for  products,  to  the  detriment  of  the  very  patients  the  Act  was  designed  to  serve. 
We  are  concerned  about  these  issues,  but  it  is  very  important  that,  as  we  deal  with 
these  issues,  we  not  lose  sight  of  the  ver>-  beneficial  impact  this  Act  has  had  for 
patients  with  rare  diseases. 

While  the  Orphan  Drug  Act  has  been  very  successful  in  bringing  to  the  market 
drug  products  that  are  only  marginally  viable  from  a  commercial  standpoint,  a 
handful  of  orphan  drugs  have  experienced  substantial  sales  volume.  These  few  prod- 
ucts have  generated  concerns  that  the  Act's  incentives,  particularly  marketing  exclu- 
sivity, may  be  providing  unnecessary  assistance  to  highly  successful  drugs. 

The  original  Orphan  Drug  Act  has  been  amended  three  times  since  enactment  in 
efforts  to  fine  tune  and  enhance  its  ability  to  stimulate  development  of  drugs  of  lit- 
tle commercial  value.  The  most  significant  change  expanded  the  7-year  exclusivity 
provision  to  include  all  designated  orphan  drugs,  regardless  of  their  patent  status. 
Other  changes  included  redefining  "orphan  drug"  from  a  definition  based  on  com- 
mercial aspects  to  one  based  on  population  as  a  more  manageable  measure  of  or- 
phan status,  and  clarifying  amendments  regarding  the  timing  of  applications  for  or- 
phan designation.  Most  recently,  the  Act  was  amended  to  expand  the  scope  of  the 
grants  program  to  include  orphan  medical  foods  and  devices  and  to  require  that 
compames  that  choose  to  stop  production  of  an  approved  orphan  drug  provide  one 
years  prior  notice  to  FDA.  The  intent  of  these  amendments  has  been  to  enhance 
our  ability  to  expand  upon  and  achieve  the  Act's  original  purpose:  to  stimulate  de- 
velopment of  products  of  little  commercial  value  to  treat  rare  diseases  and  condi- 
tions and  make  them  available  to  the  people  who  need  them. 

In  recent  years,  legislative  activity  has  been  aimed  at  resolving  the  controversy 
regarding  use  of  the  Act  as  a  block  to  competition  for  drugs  with  substantial  com- 
mercial potential,  rather  than  as  the  stimulus  it  was  designed  to  be.  The  adminis- 
tration agrees  that  it  is  important  to  put  an  end  to  the  controversy  and  reintroduce 
the  integrity  of  the  Act's  original  purpose.  It  is  also  important  to  put  an  end  to  the 
uncertainty  among  drug  developers  about  what  changes  might  be  made  to  the  Act, 
because  that  uncertainty  has  itself  been  a  deterrent  to  development  of  those  prod- 
ucts. We  support  the  goal  of  H.R.  4160  to  resolve  the  controversy  and  the  uncer- 
tainty. We  are  concerned,  however,  that  as  currently  drafted,  the  bill  retains  uncer- 
tainty regarding  the  terms  under  which  a  3-year  extension  would  be  granted. 

We  believe  in  accomplishing  the  goal  of  tnis  legislation  we  should  strive  to  make 
the  process  for  granting  extensions  for  these  drugs  as  predictable  and  administra- 
tively simple  as  possible. 

We  woiUd  propose  that  drugs  with  limited  commercial  potential  as  demonstrated 
through  sales  information  respecting  such  drugs  be  assured  the  grant  of  the  addi- 
tional 3-year  extension.  We  do  not  believe  it  is  necessary  in  those  instances  to  allow 
for  the  consideration  of  other  criteria.  There  may  be  other  situations,  however, 
where  the  grant  of  the  additional  three  years  exclusivity  would  be  appropriate  even 
though  the  sales  criteria  do  not  by  themselves  qualify  the  drug  for  continued  orphan 
designation,  we  would  propose  that  the  Secretary  be  given  the  discretion  to  deter- 
mine what  these  other  criteria  should  be.  We  would  like  to  work  with  the  sub- 
committee to  develop  the  specific  statutory  language  that  supports  these  concepts. 

Unlike  prior  proposals,  H.R.  4160  would  amend  the  Federal  Food,  Drug,  and  Cos- 
metic Act  to  require  that,  after  4  years,  the  sponsor  of  an  orphan  drug  demonstrate 
continued  limited  commercial  potential  for  the  drug  in  order  to  obtain  3  additional 
years  of  exclusivity.  H.R.  4160  would  provide  true  orphan  drugs  the  full  7  years  of 
exclusivity  that  the  current  law  provides;  the  sponsor  merely  has  to  demonstrate 
continued  lack  of  commercial  potential  for  the  drug  through  a  clear  and  concise 
measure  to  be  developed  througn  regulation. 

There  have  been  instances  where  two  or  more  sponsors  have  undertaken  the  de- 
velopment of  the  same  drug  for  the  same  orphan  indication.  This  suggests  signifi- 
cant potential  for  these  products,  but  under  current  law  the  first  sponsor  to  reach 
approval  receives  the  7  years  of  exclusivity.  H.R.  4160  addresses  prospectively  the 
issue  of  simultaneous  development  of  orphan  drugs  and  would  authorize  approval 
of  a  competing  product  in  such  cases.  Development  would  be  considered  simulta- 
neous if  these  conditions  were  met:  (a)  The  additional  applicants  requested  orphan 
designation  not  more  than  6  months  after  publication  of  the  holder's  designation; 
(b)  the  additional  applicants  initiated  the  human  clinical  trials  relied  on  in  their  ap- 
plications not  more  than  12  months  after  the  holder  initiated  the  hunian  clinical 
trials  it  relied  on;  and  (c)  the  additional  applicants  submitted  their  applications  for 


47 

approval  not  more  than  12  months  after  the  holder  submitted  its  application  for  ap- 
proval. 

The  administration  is  committed  to  working  with  the  subcommittee  to  ensure  that 
this  compromise  provides  the  certainty  that  is  essential  to  the  industry's  participa- 
tion in  orphan  drug  development.  We  should  leave  no  doubt  that  drugs  of  limited 
commercial  potential  will  obtain  the  3-year  extension  of  exclusivity,  thus  retaining 
the  strong  incentive  of  the  full  7  years  of  exclusivity  that  exists  at  present.  We  look 
forward  to  working  with  the  subcommittee  to  clarify  the  requirements  for  exclusivity 
established  by  these  amendments.  We  are  prepared  to  provide  whatever  assistance 
we  can  as  the  bill  moves  through  the  legislative  process. 

The  Orphan  Drug  Act  has  been  remarkably  successful.  We  need  to  keep  in  mind 
the  Act's  original  intent  of  providing  an  environment  that  fosters  development  of 
products  to  treat  rare  diseases  and  disorders.  The  incentives  provided  by  the  Act 
do  that,  and  are  important  to  promote  activities  that  might  otherwise  not  occur. 
These  amendments  are  intended  to  guarantee  the  full  7  years'  exclusivity  to  drugs 
that  truly  are  of  limited  commercial  potential,  thus  preserving  the  intent  of  the 
original  law.  They  will  ensure  the  continued  success  of  the  Orphan  Drug  Act  in  pro- 
viding market  protection  where  necessary  to  stimulate  drug  development  and  in  fos- 
tering competition  where  the  potential  for  competition  exists. 

That  concludes  my  prepared  statement.  I  would  be  happy  to  answer  any  ques- 
tions: 

Mr.  Waxm/vN.  When  you  were  sitting  next  to  me  as  the  counsel 
to  this  subcommittee  in  the  early  1980's,  prior  to  the  1983  law 
being  enacted,  we  heard  witness  after  witness  come  forward  to  tell 
us  that  they  had  a  rare  disease  and  that  the  drug  companies  found 
it  so  unprofitable  to  work  on  drugs  for  them  or  even  to  produce 
drugs  that  they  knew  about  and  make  them  available,  they  just 
didn't  have  the  market  incentives  to  do  it.  In  fact,  they  had  a  clear 
disincentive,  because  they  lost  money. 

So  the  purpose  of  the  Orphan  Drug  Act  was  to  try  to  give  an  in- 
centive for  the  market  to  work,  to  make  up  for  the  lack  of  profit 
potential  for  the  manufacturers  by  giving  them  an  exclusivity  so 
that  whatever  profit  was  there  they  would  get  that  profit,  to  try  to 
help  them  with  some  tax  assistance  and  some  grants  in  order  to 
encourage  the  research. 

And  that  bill  was  a  huge  success,  because  we  now,  as  I  men- 
tioned in  the  opening  statement,  have  500  drugs  that  have  been 
designated  for  rare  diseases.  Now,  of  those  500,  you  said  105  have 
been  approved  by  the  Food  and  Drug  Administration.  For  the  most 
part,  these  are  drugs  that  are  just  not  profitable.  They  never  were 
and  they  never  will  be.  But  we  want  the  research  to  go  forward, 
and  we  want  these  drugs  to  be  produced. 

Of  the  105,  as  I  understand  it,  we  have  5  exceptions.  There  are 
five  drugs  that  have  been  approved  that  got  orphan  drug  designa- 
tion because  they  applied  to  that  small  patient  population,  yet  they 
have  been  highly  profitable,  enormous  successes.  Now,  those  drugs 
that  were  going  to  be  enormous  successes  were  going  to  be  enor- 
mous successes  without  the  Orphan  Drug  Act.  I  mean,  after  all,  we 
have  patent  laws.  We  have  other  strong  incentives  to  encourage  the 
investment  and  research  and  the  investments  into  the  actual  devel- 
opment of  the  drug  and  marketing  of  the  drug. 

The  incentives  were  there.  The  Orphan  Drug  Act  wasn't  needed. 
And,  in  fact,  with  some  of  those  drugs,  they  were  going  forward 
with  the  development  of  those  drugs  even  before  the  Orphan  Drug 
Act  was  enacted. 

So  we  have  come  to  this  strange  anomaly  that,  while  we  wanted 
to  help  produce  drugs  that  were  not  profitable,  some  became  ex- 
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tremely  profitable.  Well,  one  could  ask,  what  is  wrong  with  that? 
What  is  wrong  with  it  is  that  patients  can't  afford  it. 

We  have  one  drug  for  clearly  a  rare  disease,  Gaucher's  disease, 
that  costs  $300,000  a  year.  Now  that— a  drug  that  costs  $300,000 
a  year,  they  can  get  away  with  charging  $300,000  a  year  and  get 
somebody  to  pay  for  it,  an  insurance  company.  That  is  not  an  or- 
phan drug  in  the  sense  that  it  is  not  profitable.  It  may  be  an  or- 
phan drug  in  the  sense  that  it  is  a  small  patient  population. 

And  we  have  other  drugs  where  there  were  simultaneous  activity 
and  they  are  small  patient  populations  so  they  qualified  under  the 
Orphan  Drug  Act,  but  it  was  never  intended  the  Orphan  Drug  Act 
would  be  a  way  for  those  drugs  that  are  highly  profitable  to  be 
marketed  to  the  exclusion  of  others. 

And  what  we  tried  to  do — and  it  was  so  controversial  for  so  many 
years — was  to  try  it  get  some  balance  so  that  we  still  keep  the  in- 
centives of  the  law  for  those  drugs  that  were  not  profitable,  not 
take  the  profit  out  of  drugs  that  could  be  profitable,  but  not  have 
them  so  excessively  expensive  that  it  would  not  be  available  to  peo- 
ple who  need  it. 

This  compromise  is  one  that  was  reached  with  the  biotechnology 
industry  and  the  people  involved  in  rare  diseases.  The  Senate 
Members  have  been  so  involved — Senator  Kassebaum  and  Senator 
Kennedy,  Senator  Metzenbaum — and  those  of  us  on  this  side  of  the 
aisle  as  well. 

And  so  I  wanted  to  go  through  this  background  because  what  you 
indicate  this  subcommittee  well  knows.  Well,  the  fact  of  the  matter 
is  some  members  of  the  subcommittee  have  come  on  since  1983  and 
weren't  around  in  those  early  days. 

This  bill  has  been  a  great  success  because  it  has  given  incentives 
for  the  market  to  work,  and  we  keep  those  incentives  in  place  for 
the  market  to  work  where  that  profit  potential  is  not  as  great  as 
it  would  be  without  the  Orphan  Drug  Act. 

Now,  in  your  written  testimony  you  raise  a  technical  drafting 
issue  as  to  whether  the  bill  would  allow  the  Secretary  to  grant  the 
3  additional  years  of  exclusivity  on  the  basis  of  sales  information 
alone.  For  now,  I  want  to  put  that  issue  aside  and  ask  you  to  as- 
sume that  we  can  resolve  it.  Assuming  that  issue  is  resolved,  does 
the  administration  support  H.R.  4160? 

Mr.  CORR.  Yes,  it  does,  Mr.  Chairman. 

Mr.  Waxman.  Now,  I  would  like  to  ask  if  the  administration  be- 
lieves that  the  bill  will  strengthen  the  Orphan  Drug  Act,  and  if  so, 
why? 

Mr.  CORR.  Mr.  Chairman,  you  have  been  through  a  good  bit  of 
the  history  that  I  would  want  to  comment  on  in  answering  that 
question.  Having  administered  this  program  now  for  11  years  and 
watched  its  growth  and  maturity,  there  is  no  question  that  it  has 
been  an  essential  part  of  attracting  companies  to  develop  orphan 
drugs. 

There  have  been  many  developments  in  the  last  11  years  that  I 
don't  think  people  foresaw  in  1982,  because  the  pharmaceutical 
marketplace  has  changed  a  good  deal.  Companies  that  are  special- 
izing just  in  orphan  drugs  have  developed.  As  we  pointed  out,  we 
have  got  105  approvals. 
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The  concern  is  that  when  products  use  the  Orphan  Drug  Act,  as 
they  can,  because  they  are  for  disease  populations  of  less  than 
200,000  yet  are  of  tremendous  commercial  potential,  it  puts  the  act 
in  jeopardy.  It  puts  support  for  the  act  in  jeopardy.  And  as  Con- 
gress has  worked  with  the  legislation  I  think  it  has  raised  a  great 
deal  of  concern  in  the  industry  as  to  what  the  Orphan  Drug  Act 
will  look  like. 

Mr.  Waxman.  You  say  it  puts  the  Orphan  Drug  Act  in  jeopardy. 
Do  you  mean  that  at  some  point  somebody  is  going  to  say,  "Why 
do  we  have  an  Orphan  Drug  Act  that  is  going  to  provide  incentives 
for  blockbuster  drugs  to  make  more  money  than  otherwise  would 
be  the  case?"  And  wasn't  it  supposed  to  be  just  for  rare  diseases 
that  were  not  profitable?  Maybe  we  ought  to  do  away  with  the 
whole  Orphan  Drug  Act? 

Mr.  CORR.  Those  are  certainly  the  concerns  that  have  been  raised 
in  the  Congress,  in  both  the  House  and  the  Senate,  that  the  legisla- 
tion was  designed  not  to  be  a  substitute  for  the  patent  system  for 
all  products  but  to  provide  an  incentive  for  drugs  of  little  commer- 
cial value,  to  give  them  some  extra  push  in  getting  them  to  the 
market. 

One  of  the — one  of  the  dynamics  that  has  occurred  in  the  last  11 
years  has  been  some  clarity  in  the  patent  system,  particularly  with 
regard  to  biotechnology  derived  products.  And  I  think  that,  as 
those  concerns  have  been  resolved,  the  use  of  the  Orphan  Drug  Act 
as  a  substitute  for  the  patent  system  will  diminish. 

But  back  to  your  question  about  why  this  legislation  is  so  impor- 
tant and  what  is  different  about  it  is  that,  because  all  the  inter- 
ested parties  have  come  together  on  it,  we  have  the  opportunity  to 
end  a  long-standing  controversy  about  the  act's  use  just  for  drugs 
of  little  commercial  value. 

It  does  apply  only  prospectively.  It  removes  the  uncertainty 
about  the  future  of  the  act,  and,  as  you  started  off  your  statement, 
resolves  a  long  chapter  in  the  act  and  allows  it  to  go  forward 
unimpeded  by  continued  debate  over  its  purpose  and  effect. 

In  that  respect,  I  think  the  administration  welcomes  the  legisla- 
tion and  supports  it  to  assure  that  those  results  occur. 

Mr.  Waxman.  OK.  Just  for  the  record,  to  highlight  some  small 
points  of  controversy,  the  bill  provides  for  a  guarantee  of  4  years 
of  exclusivity  for  everyone.  It  also  provides  that  companies  may  ob- 
tain 3  additional  years  if  the  company  seeking  the  additional  time 
demonstrates  the  drug  has  limited  commercial  value  as  determined 
by  sales.  HHS  would  take  into  account  sales  information  and  other 
factors  such  as  research  costs. 

As  I  understand  it,  the  administration  would  like  it  made  clear 
that  limited  commercial  value  can  be  determined  solely  on  the 
basis  of  sales  information.  The  other  factors  would  be  a  separate 
basis  for  finding  orphan  drug  status.  Have  I  correctly  stated? 

Mr.  CoRR.  That  is  correct. 

Mr.  Waxman.  Now,  this  modification  that  the  administration  is 
seeking  is  acceptable  to  me,  and  it  is  my  understanding  it  is  ac- 
ceptable to  all  the  parties  on  the  negotiation  on  the  bill,  and  I 
would  like  to  suggest  that  we  work  out  the  language  acceptable  to 
the  administration  so  that  we  can  get  the  administration's  unquali- 
fied support  for  this  bill. 
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Mr.  CORR.  Mr.  Chairman,  if  I  could  just  add  one  thing  there.  The 
administration's  view  of  this  legislation  is  with  the  clarity  of  how 
the  3-year  extension  occurs,  that  this  legislation  remains  a  7-year 
incentive  for  products  that  are  of  little  commercial  value. 

So,  in  effect,  the  legislation  will  not  change  with  regard  to  those 
types  of  products.  It  will  provide  for  a  shorter  exclusivity  for  those 
products  that  are  not  of  limited  commercial  value.  And  I  believe 
the  industry  support  indicates  that  the  4  years  of  exclusivity  that 
would  be  provided  would  provide  sufficient  stimulus  in  addition  to 
the  patent  system  that  exists  for  most  of  those  products,  if  not  all. 

Mr.  Waxman.  Mr.  Corr,  later  this  morning  we  are  going  to  hear, 
I  believe,  moving  testimony,  because  I  had  an  occasion  to  hear  Mr. 
Margus  and  his  story  of  his  two  children  who  have  a  rare,  lethal 
disease  called  A-T. 

Mr.  Margus  has  thoroughly  researched  the  issue,  as  many  par- 
ents have  come  to  do  when  their  child  is  afflicted  by  any  disease, 
especially  one  that  is  a  rare  disease  where  there  is  so  little  infor- 
mation otherwise  available.  He  believes  that  with  sufficient  invest- 
ment, NIH  could  make  great  strides  in  treating  this  disease  and 
that  specifically  within  a  few  years  they  could  find  a  cure  or  some 
temporary  treatment.  Unfortunately,  there  is  apparently  nothing 
being  done  today. 

Do  you  have  any  response  for  us  to  give  to  Mr.  Margus  on  behalf 
of  the  Health  and  Human  Services  that  oversees  the  National  In- 
stitutes of  Health? 

Mr.  Corr.  Dr.  Haffner  has  looked  into  the  product — into  the  dis- 
ease and  will  comment. 

Mr.  Waxman.  You  want  to  pull  that  mike  a  little  closer? 

Ms.  Haffner.  Yes,  Mr.  Chairman.  We  did  speak  with  the  Na- 
tional Institutes  of  Health,  and  they  do  have  some — actually  four 
projects  ongoing  in  the  realm  of  A-T.  We  have  not  had  a  chance  to 
sit  down  and  discuss  it  with  them  in  great  detail  and  would  be  very 
pleased  to  do  so. 

Furthermore,  our  Office  of  Orphan  Products  Development  would 
be  delighted  at  such  time  as  a  product  is  available  to  entertain 
such  a  product  as  an  orphan,  either  for  grants  development  or  as 
a  sponsor  comes  in. 

Mr.  Corr.  Mr.  Chairman,  if  I  could  just  add  to  that.  The  disease 
that  you  will  hear  about  is  the  type  that  requires  coordination 
throughout  the  administration  with  private  researchers,  with  phar- 
maceutical companies.  It  takes  everyone  behind  it  to  make 
progress.  And  that  is  the  commitment  that  the  administration  cer- 
tainly makes  with  regard  to  this  disease  and  others. 

And  we  will  certainly  sit  down  with  Mr.  Margus  and  be  sure  that 
we  understand  what  he  has  done  to  date,  who  he  has  talked  to  to 
date.  And  that  we  use  that  as  a  guidepost  for  all  of  our  work  in 
the  orphan  products  area  and  in  orphan  diseases  so  that  we  con- 
stantly are  talking  to  each  other  and  coordinating  so  that  we  bring 
the  best  that  we  have  to  bear  in  addressing  those  kinds  of  prob- 
lems. 

Mr.  Waxman.  Thank  you.  You  are  right.  We  need  a  full  coordina- 
tion. This  is  a  very  rare  disease. 

When,  hopefully  soon,  a  drug  is  developed  that  will  cure  this  dis- 
ease, it  will  be  because  of  the  efforts  of  government  and  the  private 
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sector  working  together  to  develop  a  product  that  will  probably 
never  be  profitable.  It  is  never  going  to  be  something  that  a  drug 
company  is  going  to  look  forward  to  producing  because  they  are 
going  to  make  a  lot  of  money.  But  we  hope  with  the  Orphan  Drug 
Act  they  won't  lose  money,  and  they  will  see  it  as  their  responsibil- 
ity to  try  to  develop  this  product  nevertheless.  But  they  are  going 
to  be  looking  to  government  to  do  the  basic  research,  and  we  are 
going  to  be  looking  to  them  to  take  advantage  of  that  research. 

The  other  thing  that  I  think  Mr.  Margus  is  going  to  want  to 
know — certainly  this  hearing  is  important  to  him  and  others  who 
are  affected  by  rare  diseases,  but  health  care  reform  is  important. 
Because  unless  we  get  health  care  reform — I  don't  know  what  Mr. 
Margus'  family  situation  is,  but  I  doubt  that  people  with  rare  dis- 
eases can  get  insurance  because  of  the  exclusions  that  insurance 
companies  have  put  in  the  way  of  getting  health  insurance  cov- 
erage. And  if  we  don't  have  health  reform,  that  is  going  to  be  a 
problem  that  is  going  to  continue  on. 

So  this  issue  is  important,  health  care  insurance  is  important, 
and  we  are  going  to  try  to  work  on  all  of  those  questions  which  are 
within  the  responsibility  of  this  subcommittee. 

Mr.  McMillan. 

Mr.  McMillan.  I  am  not  quite  sure  how  we  deal  with  the  terms 
here  of  something  having  no  commercial  value,  and  yet  we  are  crit- 
ical of  the  bill  for,  let's  say,  pricing  a  product  beyond  a  person's 
ability  to  pay  for  it.  If  that  is  the  case,  then  no  one  will  produce 
it.  Someone  has  got  to  pay  for  the  development  of  a  product. 

Do  we  have  a  history  over  the  life  of  this  act?  If  you  could  take 
all  of  the — all  of  the  projects  that  have  qualified,  is  there  a  history 
of  excessive  profit-taking  under  the  act? 

Mr.  CORR.  Congressman,  the  FDA  does  not  follow  sales  prices. 
FDA,  as  you  know,  is  a  regulatory  agency  that  approves  products, 
so  we  don't  on  a  regular  basis  keep — or  even  a  periodic  basis — keep 
up  with  what  the  sales  are  of  different  products. 

The  criticism  that  has  been  articulated  has  to  do  with  a  judg- 
ment about  when  a  product  is  no  longer  of  little  commercial  value 
and  is  using  the  act  for  other  purposes. 

As  I  pointed  out,  one  of  the  dynamics  that  has  occurred  in  the 
last  decade  has  been  a  concern  that  the  patent  system  wasn't  fully 
protecting  certainly  some  biotechnology  derived  products.  And  as 
those  patent  concerns  have  been  clarified,  I  think  we  will  see  fewer 
products  using  the  Orphan  Drug  Act  as  protection  against  a  failure 
of  the  patent  system  to  cover  them. 

Companies  come  to  the  act  for  a  variety  of  reasons,  and  the  criti- 
cism that  has  been  leveled  is  that  the  act  has  been  used  not  to  pro- 
mote the  development  of  a  product  that  has  little  financial  benefit 
to  a  company.  Whether  it  is  profitable  or  not — I  mean,  you  can  be 
a  dollar  profitable  or  you  can  be  significantly  profitable.  The  issue 
I  think  is  one  of  commercial  value. 

And  for  many  companies,  relatively  small  sales  or  relatively 
small  profits  aren't  the  issue.  You  know,  the  issue 

Mr.  McMillan.  Well,  I  would  argue  with  that.  It  is  my  under- 
standing that  five  drugs  qualify  as  having  made  money  out  of  105 
that  have  been  accepted.  And  here  is  the  problem.  I  mean,  we  hang 
up  on  what  is  commercially — is  of  commercial  value.  Often,  pro- 
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spectively,  one  doesn't  know  whether  it  will  be  of  commercial  value 
or  notj  when  you  undertake  to  make  the  capital  commitment  to  do 
the  research.  It  may  prove  to  be  commercially  valuable.  It  may 
prove  not  to  be  commercially  valuable.  That  is  as  uncertain  as  the 
uncertainty  of  success  in  developing  the  product  in  the  first  place. 
That  is  why  it  is  a  high-risk  situation. 

Here  is  what  I  am  troubled  about  and  why  I  think  it  is  a  mistake 
to  tinker  with  this  in  the  absence  of  a  really  solid  experience  base 
on  which  to  make  judgment.  And  I  would  agree  if  there  are  abuses 
of  the  system  then  they  should  be  corrected.  And  it  doesn't  nec- 
essarily have  to  be  limited  to  one  company. 

There  are  people,  for  example,  who — investors  who  may  make  it 
a  practice  to  invest  in  things  like  this.  There  are  people  who  take 
large  risks.  There  also  are  people  who  are  able  to  sustain  large 
losses. 

And  let's  just  say,  to  oversimplify  the  matter,  that  I  am  an  inves- 
tor and  I  am  willing  to  put  $5  million  into  the  development  of  high- 
risk  orphan  drugs,  if  we  want  to  classify  them  as  such.  And  I  put 
$5  million  at  risk,  and  I  put  it  on  five  different  projects,  and  I  put 
$1  million  on  each. 

And  let's  say  one  out  of  five  succeeds,  which  I  think  is  about  the 
ratio  that  we  are  talking  about.  And  let's  say  it  succeeds  really 
well.  In  other  words,  I  make  100  percent  on  that  investment.  If  it 
takes  5  years  to  do  that,  for  each  of  these,  again  oversimplifying, 
one  to  be  successful,  four  to  fail,  the  $5  million  that  I  put  out,  I 
may  have  made  100  percent  on  one,  but  I  have  only  made  20  per- 
cent on  my  total  commitment. 

And  if  I  want  to  average  that  out  over  5  years,  just  to  again  over- 
simplify, I  have  made  4  percent  per  year,  which  means  if  that  is 
all  I  have  done  and  I  am  a  venture  capitalist  who  is  willing  to  take 
that  risk,  I  am  not  going  to  do  it  again.  I  will  go  buy  government 
bonds  that  have  no  risk. 

So  I  think  that  is — that  is  partly  what  we  are  talking  about.  So 
the  degree  to  which  there  have  been  successes,  the  degree  to  which 
there  have  been  large  successes,  is  important.  Not  just  on  their 
own  basis,  but  in  terms  of  the  total  mix  of  things.  Because  one 
going  in  doesn't  know  that  they  are  going  to  succeed.  And  chances 
are  they  may  be  spreading  their  risks. 

I  am  talking  about  the  person  who  is  putting  up  the  capital  to 
do  that,  and  I  think  that  is  the  issue  here.  If  there  is  no  potential 
return,  if  we  basically  are  going  to  try  to  depress  those  successes, 
then  we  are  not  going  to  have  much  put  at  risk.  I  think  that  is  the 
whole  issue. 

Mr.  CORR.  Congressman,  let  me  go  back  to  your  original  state- 
ment. I  don't  think  it  is  accurate  to  say  that  of  the  105  products 
that  have  been  approved,  only  5  have  been  profitable.  Commercial 
value  isn't  defined  in  the  Orphan  Drug  Act.  The  original  act  talked 
in  terms  of  sales  exceeding  the  cost  of  development. 

Now,  I  don't  think  there  is  any  question  that  most,  if  not  all,  of 
the  approved  orphan  drugs — let's  just  say  most — recoup  all  of  the 
costs  of  development — and  probably  exceed  that  to  an  extent,  cer- 
tainly over  the  7  years. 

So  the  issue  isn't  just  one  of  whether  they  are  recouping  their 
profits.  The  five  that  have  been  cited  as  blockbusters,  to  use  the 
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term  that  has  been  used  in  the  Senate  particularly,  are  products 
that  have  commercial  value  that  is  far  beyond  what  one  would  con- 
sider limited. 

And  this  is  a  judgment  call,  as  I  said,  about  when  is  something 
significant.  We  don't  keep  sales  figures,  but  the  issue  is  not  profit- 
ability. The  issue  is  if  you  had  five  products  there  and  you  thought 
one  could  produce  a  return  of  a  couple  million  dollars  a  year,  as 
opposed  to  one  that  would  produce  a  return  of  $20,  30,  or  $50  mil- 
lion a  year,  the  interest  of  the  company  is  going  to  be,  hopefully, 
in  both,  but  certainly  the  priority  would  be  for  the  product  that  can 
produce  a  greater  return. 

So  I  don't  think  that  it  is  accurate  for  us  to  say  that  all  orphan 
products  are  losing  money,  because  that  is  simply  not  true. 

Mr.  McMillan.  But  people  are  putting  money  on  all  of  those 
products.  And  that  is — ideally,  what  we  would  like  is  that  people 
would  invest  the  money  in  a  high-risk  orphan  drug  that  doesn't 
look  like  it  is  going  to  have  commercial  value,  and  what  we  would 
really  like  is  that  it  be  done  in  such  a  way  that  the  cost  gets  down 
and  it  does  have  commercial  value.  That  is  success.  Then  the  price 
is  down  where  people  can  afford  it. 

We  are  almost  shutting  off  creative  activity  in  this  area  by  the 
way  we  define  the  law.  I  don't  know  how  we  could  do  this,  and  you 
say  you  don't  keep  records  of  it.  It  would  be  interesting  to  know, 
of  all  of  those  that  have  qualified,  what  has  been  the  aggregate  in- 
vestment? What  has  been  the  aggregate  amount  of  sales?  What  has 
been  the  cost  of  developing  those  products?  And  what  has  been  the 
return  on  the  whole  mix?  Then  we  would  have  a  good  socio- 
economic basis  on  which  to  make  a  judgment. 

And  it  seems  to  me  we  are  flying  by  the  seat  of  our  pants  in  try- 
ing to  modify  something  that  we  don't  even  understand  at  this 
point. 

Mr.  CORR.  Well,  to  say  that  we  don't  keep  the  sales  figures  is  not 
to  say  that  they  are  not  available.  Certainly  the  sales  figures  are 
readily  available,  certainly,  through  the  stock  market. 

But  the — as  you  look  back  over  the  last  10  years,  there  is  no 
question  that  companies  have  used  the  Orphan  Drug  Act  to  make 
money,  if  you  will,  in  the  sense  that  they  are  going  to  get  returns 
that  far  exceed  their  investment.  And  that  is  one  reason  why  the 
act  has  been  so  successful — companies  have  been  able  to  work  on 
rare  diseases,  on  relatively  small  populations,  less  than  200,000, 
and  still  make  a  good  return. 

The  issue  has  been  not  whether  there  is  a  return  but  the  mag- 
nitude of  that  return,  the  magnitude  of  the  sales.  The  products  that 
have  been  singled  out  are  products  that  have  sales  of  $200,  $300, 
$400,  in  some  cases  $500  million  a  year.  And  I  know  just  from  my 
history  on  this  issue  that  is  not  what  was  originally  contemplated. 

Many  of  the  other  products  have  relatively  small  sales  compared 
to  that,  but  that  doesn't  mean  that  they  are  losing  money.  I  think 
if  you  talk  to  some  of  those  companies 

Mr.  McMillan.  Well,  I  understand  that.  I  may  make  one  orphan 
drug,  and  it  may  only  treat  one  patient.  If  that  patient  can  pay 
more  than  it  costs  me  to  develop  it,  I  have  made  a  profit. 

But  the  issue,  and  I  think— and  I  will  quit  on  this.  We  can't  just 
zero  in  on  those  that  have  been  unusually  successful  and  say  that 
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is  what  we  have  got  to  regulate  because  we  want  to  prohibit  that. 
It  is 

What  we  want  to  do — and  I  think  the  legislation  achieved  this 
in  the  first  place — was  to  encourage  investment  in  high-risk  devel- 
opment of  drugs  that  did  not  appear  at  the  outset  to  have  what  you 
would  call  commercial  value.  Therefore,  they  had  to  be  encouraged 
on  some  other  basis  and  to  look  at  the  whole  mix  of  things. 

Because  if  we  shut  down  the  successes,  we  will  shut  off  the 
broad-based  investment,  many  of  which  results  in  losses  and  even 
in  those  losses  may  provide  a  product  that  is  beneficial  to  some- 
body in  the  process,  if  they  had  any  measure  of  success.  It  may  not 
have  been  profitable. 

So  I  think  we  have  to  look  at  the  whole  picture.  And  that  is  why 
I  am  apprehensive  about  fine-tuning  this  thing  to  the  degree  that 
I  think  these  amendments  seek  to  do. 

Mr.  CORR.  Congressman,  to  the  extent  that  we  could  assist  you 
by  pulling  together  as  much  data  as  is  publicly  available,  we  would 
be  happy  to  do  that. 

Mr.  McMillan.  I  think  that  would  be  useful. 

Mr.  CORR.  The  coalition  that  supports  this  legislation  is  one  of 
the  best  indicators  that  the  judgment  generally  about  this  legisla- 
tion is  that  it  will  retain  the  full  7  years  of  exclusivity  for  those 
products  that  are  going  to  need  some  assistance  to  get  to  the  mar- 
ket that  might  not  otherwise  get  there  or  that  will  be  of  relatively 
limited  commercial  value. 

And  everjrthing  is  relative  in  terms  of  commercial  value.  But  that 
those  products  that  are  of  significant  commercial  value,  while  still 
having  4  years  and  whatever  in  the  patent  system  they  can  take 
advantage  of,  will  have  sufficient  incentives  to  come  to  the  market- 
place. 

And  as  I  read  the  support  for  this  legislation,  and  certainly  the 
administration's  attitude  is  that  it  will  balance  out  the  need  to 
keep  very  strong  incentives  with  the  need  where  products  are  of 
significant  commercial  value  to  allow  other  companies  to  be  ap- 
proved. Also,  where  you  have  multiple  companies  seeking  to  get  on 
the  market,  all  willing  to  do  their  own  clinical  studies  separately, 
independently  from  the  other,  there  is  no  good  public  policy  that 
we  can  see  in  blocking  multiple  companies  from  entering  the  mar- 
ket after  that  initial  period  of  exclusivity. 

If  several  companies  think  that  the  market  is  large  enough,  there 
is  no  reason  for  the  Orphan  Drug  Act  to  step  in  and  say,  no,  we 
only  want  one  of  you  on  the  market  for  3  more  years. 

Mr.  Waxman.  Thank  you,  Mr.  McMillan. 

Mr.  Kreidler. 

Mr.  Kreidler.  Thank  you,  Mr.  Chairman. 

Mr.  Corr,  I  would  like  to  go  to  an  issue  that  you  and  I  discussed 
briefly  before  the  hearing  began,  and  I  mentioned  in  my  opening 
statement. 

I  have  seen  estimates  that  at  least  %  of  the  pharmaceutical 
products  on  the  market  have  no  labeling  or  FDA  approval  for  pedi- 
atric use.  To  your  knowledge,  is  that  correct? 

Ms.  Haffner.  Congressman,  I  am  not  sure  whether  the  number 
is  %  or  not,  but  what  we  do  know  and  what  our  office,  too,  has 
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been  extraordinarily  concerned  about  and  working  toward  is  get- 
ting drugs  appropriately  labeled  for  pediatric  use. 

Mr.  Kreidler.  As  you  may  know,  Dr.  Haffner,  I  have  introduced 
legislation  to  extend  the  market  exclusivity  for  6  months'  period  for 
those  drug  manufacturers  who  do  pediatric  research  at  the  request 
of  the  FDA.  Would  that  kind  of  incentive  lead  to  more  pediatric 
trials,  in  your  opinion? 

Ms.  Haffner.  I  am  not  sure  that  I  can  answer  that  at  the 
present  time  without  knowing  more.  I  know  that  this  is  an  issue 
that  has  been  discussed.  And  I  need  to  talk  to  the  folks  that  are 
directly  involved  with  it,  I  am  afraid. 

Mr.  Kreidler.  If  you,  the  FDA,  had  the  authority  to  grant  an  ad- 
ditional 6  months  in  order  to  encourage  that  kind  of  research, 
would  you  find  that  authority  useful  for  this  purpose? 

Ms.  Haffner.  Certainly  we  like  incentives  to  help  the  children. 
There  is  no  question  about  that. 

Mr.  Kreidler.  Thank  you.  I  look  forward  to  a  formal  response 
after  you  have  had  a  chance  to  review  it  and  understand  I  am  put- 
ting you  on  the  spot.  Thank  you  very  much. 

Thank  you,  Mr.  Chairman. 

Mr.  Waxman.  Thank  you,  Mr.  Kreidler. 

[The  information  follows:] 

There  is  a  clear  need  for  increasing  information  on  how  drug  products  affect  chil- 
dren. In  October  1992,  the  FDA  published  a  proposed  rule  to  ensure  appropriate  la- 
beling on  pediatric  uses.  In  addition,  the  proposed  rule  seeks  to  encourage  the  devel- 
opment 01  pediatric  use  information  by  broadening  the  basis  on  which  information 
about  pediatric  uses  may  be  included.  Currently,  the  agency  is  working  on  a  final 
rule. 

We  are  reviewing  your  legislation  and  will  continue  to  work  with  your  staff  on 
this  important  issue. 

Mr.  Waxman.  Mr.  Greenwood. 

Mr.  Greenwood.  Thank  you,  Mr.  Chairman.  I  would  like  to  fol- 
low up  on  Mr.  McMillan's  line  of  questioning. 

You  began  by  saying  that  the  FDA  doesn't  keep  detailed  analyses 
of  profits  and  so  forth  in  this  field.  In  looking  at  your  testimony, 
however,  even  though  you  have  said  here  this  morning  that  you 
don't  have  a  lot  of  statistical  information  that  would  tell  us  wheth- 
er there  is  excess  profit  taking  or  whatnot,  you  indicate  that  some 
concerns  have  arisen,  however,  "regarding  the  ability  of  drug  com- 
panies to  use  the  Orphan  Drug  Act  to  block  competition  or  charge 
higher-than-usual  prices  for  products  to  the  detriment  of  the  very 
patients  the  act  was  designed  to  serve." 

So  you  are  not  saying  in  your  testimony  that  the  administration 
has  determined  that  is  the  case.  You  just  said  some  concerns  have 
arisen.  You  haven't  said  among  whom  those  concerns  have  arisen, 
or  whether  there  is  any  substantiation  in  any  of  those  concerns.  It 
is  just  that  there  are  concerns. 

Then  you  go  on  to  say,  a  handful  of  orphan  drugs  have  experi- 
enced substantial  sales  volumes.  Apparently,  you  know  that.  And 
these  few  products  have  generated,  again,  concerns  that  the  act's 
incentives,  particularly  marketing  exclusivity,  may  be  providing 
unnecessary  assistance  to  highly  successful  drugs.  Again,  you  are 
not  saying  whether  you  have  determined  that  those  concerns  are 
substantiated  or  not  or  whether  those  concerns  are  concerns  that 
are  held  by  people  who  would  have  a  good  knowledge  base. 
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And  then  you  say,  but  the  administration  agrees  it  is  important 
to  put  an  end  to  this  controversy.  We  have  got  to  pass  this  bill  to 
put  an  end  to  the  controversy  because  some  unknown,  unspecified 
folks  have  elevated  some  concerns  publicly. 

I  am  concerned  that  this  is,  you  know,  yet  another  example  of 
what  I  have  seen  a  lot  of  around  here  in  the  short  time  I  have  been 
here,  and  that  is  people  putting  rabbits  in  hats  and  then  calling 
press  conferences  to  pull  them  out,  and  we  all  go  shuffling  around 
passing  bills  to  solve  problems  that  may  or  may  not  exist. 

Whose  job  is  it  to  make  a  determination  based  on  the  facts 
whether  this  bill  needs  to  be  fixed  or  not?  Is  that  something  that 
you  consider  a  responsibility  of  your  office? 

Mr.  CORR.  Certainly.  And  I  assume  the  parties  that  are  taking 
positions  on  the  legislation  certainly  have  evaluated  this  carefully. 

We  spared  you  a  great  deal  of  detail  which  we  would  be  happy 
to  provide  to  you  about  how  these  concerns  have  arisen.  There  have 
been  numerous  congressional  hearings  in  which  there  have  been 
documentation  of  costs  the  companies  have  incurred  and  sales  that 
they  have  generated.  Because  there  is  no  definition  of  significant 
commercial  value  or  limited  commercial  value  in  the  legislation,  it 
is  a  judgment  as  to  when  a  product  has  such  commercial  value  that 
it  needs  no  further  help  from  the  Orphan  Drug  Act. 

In  Senate  hearings  held  over  the  last  couple  of  years,  as  I  said, 
there  have  been  a  number  of  reports  issued  that  document  a  good 
number  of  the  sales.  And  while  FDA  has  no  reason  as  a  regulatory 
agency  to  keep  sales  figures,  it  is  not  to  say  that  there  is  not  sig- 
nificant information  available  publicly  about  what  the  sales  of 
many  products  have  been. 

The  legislation,  in  compromising  with  4  years  for  all  parties  for 
all  orphan  drugs  and  3  additional  years  for  those  of  limited  com- 
mercial value,  attempts  to  balance  the  need  for  incentives  for  all 
products  to  come  forward  with  the  assurance  that  the  act  will  serve 
primarily  as  a  benefit  for  drugs  of  limited  commercial  value. 

Mr.  Greenwood.  Let  me  ask  you  a  specific  question.  Is  it  your 
conclusion  that  drug  companies  have  been  able  to  use  the  Orphan 
Drug  Act  to  block  competition  or  charge  higher-than-usual  prices 
for  the  products  to  the  detriment  of  the  very  patients  the  act  was 
designed  to  serve?  Is  it  your  belief  that  has  occurred? 

Mr.  CORR.  Yes,  it  is. 

If  I  may  just  elaborate.  There  are — it  is  easy  to  document  the 
cases  where  we  have  multiple  designations  for  the  same  drug  for 
the  same  use  and  where  we  have  examples  of  multiple  companies 
seeking  approval  simultaneously,  which  is  one  of  the  reasons  that 
the  simultaneous  development  section  of  the  legislation  appears 
and  it  also  appeared  in  previous  years  in  other  legislation. 

The  idea  being  if  multiple  companies  are  willing  to  invest  at  the 
same  time  in  order  to  be  on  the  market,  that  is  a  good  proxy  that 
the  drug  has  commercial  value.  If  three  companies  are  all  seeking 
to  get  on  the  market,  then  why  should  the  Orphan  Drug  Act  step 
in  and  say,  no,  only  one  of  you  can  be  sold? 

Now,  the  original  contemplation  of  this  legislation  was  that  we 
needed  to  pull  a  bit  to  get  one  company  interested.  And  so  one 
measure  of  success  of  a  product  is  if  you  have  got  multiple  compa- 
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nies.  So  that  is  your  simultaneous  development  aspects  of  the  legis- 
lation. 

One  of  the  developments  that  has  occurred  in  the  last  decade  is 
we  have  seen  significantly  higher  introductory  prices  for  drug  prod- 
ucts than  we  did  at  the  time — had  seen  at  thg  time  of  the  orphan 
drug  legislation.  So,  as  we  all  know,  sales  volu'me  is  a  matter  of 
price  times  the  number  of  people  using  it.  So  to  the  extent  that 
higher  prices  can  be  charged  for  the  same  disease  population,  you 
can — you  know,  greater  sales  will  accrue. 

Again,  there  is  a  judgment  call  that  if  there  were  three  compa- 
nies on  the  market  selling  the  same  product,  certainly  in  today's 
pharmaceutical  marketplace  prices  would  fall.  And  so,  in  that 
sense,  to  the  extent  that  the  Orphan  Drug  Act  blocks  competition, 
if  there  is  no  other  patent  protection,  at  the  end  of  4  years  a  second 
company  could  come  onto  the  market,  our  assumption  is  prices  will 
fall. 

Mr.  Greenwood.  To  what  do  you  attribute  the  very  significant 
decline  in  the  number  of  applications  to  your  office  over  the  past 
several  years? 

Mr.  CORR.  We  have  some  statistics  that  we  can  go  over  with  you. 
Dr.  Haffner  can  walk  you  through  them  year  by  year. 

In  1990,  when  we  had  the  large  surge  to  131  designation  applica- 
tions. Congress  was  considering  legislation  that  had  a  cutoff  date 
that  said  if  applications  are  in  by  a  certain  date,  and  we  saw  a 
surge  of  applications. 

Second,  in  1993 — in  1992,  I  believe,  we  said  to  companies  if  you 
are  not  pursuing  a  designated  product,  we  want  you  to  withdraw 
the  designation.  So  we  have  seen  significant  withdrawals  of  compa- 
nies, of  designations  where  companies  were  not  interested  in  con- 
tinuing to  pursue  the  product. 

So  that  you  see  a  chart  that  goes  up  and  then  comes  back  down 
a  bit,  and  we  are  hopeful  that  with  any  uncertainty  about  where 
the  legislation — about  where  the  act,  what  incentives  it  will  pro- 
vide, once  that  uncertainty  is  removed  with  legislation  like  this 
bill,  that  we  will  see  a  resurgence.  It  is  hard  to  predict  how  many 
products  will  come  to  the  act. 

Again,  as  patent  problems  have  been  clarified  over  the  last  dec- 
ade, we  expect  that  some  companies  aren't  coming  to  the  act  we 
think  might  have  otherwise.  So  there  are  a  variety  of  reasons  why 
companies  would  seek  designation.  The  absolute  numbers  are  not 
necessarily  a  gauge  that  we  are  doing  better  or  worse.  But  the  one 
year  is  a  significant  surge,  and  I  think  it  is  primarily  related  to  the 
1990  legislation. 

Mr.  Greenwood.  Well,  if  you  pull  1990  out,  and  go  back  to  1987, 
it  looks  like  there  were  91,  then  it  went  down  to  88,  came  back  up 
to  90,  then  84,  72,  72.  So  if  you  pull  out  that  blip,  which  is  1990, 
you  still  see — not  a  dramatic,  but  a  consistent  decline  in  applica- 
tions. 

Mr.  CORR.  You  do.  You  go  from  91  in  1987,  gradually  down  to 
72  in  1993.  One  could  attribute  that  to  some — the  level  of  uncer- 
tainty. It  is  hard  to  know  exactly  why  companies  do  or  do  not  come 
to  the  Orphan  Drug  Act. 

Our  judgment,  in  reviewing  this  legislation,  is  that  this  legisla- 
tion will  actually  remove  uncertainty  that  companies  have  about 
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where  the  Orphan  Drug  Act  is  so  they  will  know  exactly  what  it 
is  that  it  is  offering  to  them.  And  then  we  will  have  a  good  measure 
of  whether  the  act  continues  to  serve  as  a  proper  incentive. 

Mr.  Greenwood.  I  am  having  trouble  following  that,  because  one 
would  think  that  right  now  they  know  precisely  what  they  get. 
They  are  approved.  They  have  7  years.  If  we  pass  this  bill,  it  would 
seem  to  me  we  raise  the  uncertainty  because  now  they  may  have 
4,  they  may  have  7.  That  will  depend  on  the  world  4  years  hence. 
So  how  does  this  bill  add  certainty  to  the  process? 

Mr.  CORR.  Well,  if  you  speak  to  the  companies,  I  think  what  they 
will  tell  you  is  that  Congress  has  been  concerned  about  the  issue 
of  products  using  the  act  when  they  are  of  greater  than  little  com- 
mercial value  for  7  years,  as  the  chairman  pointed  out,  and  there 
have  been  amendments  offered  repeatedly  during  that  period  which 
would  affect  in  some  way  the  7  years  of  exclusivity.  And  it  is  the 
uncertainty  about  whether  Congress  is  going  to  change  it  or  not 
and  whether  it  will  be  retroactive  or  prospective  only  that  is  caus- 
ing concern  in  the  industry,  as  they  explain  it  to  us. 

This  legislation  is  prospective  only.  Previous  legislation  had  been 
retroactive.  This  legislation  says  that  you  get  4  years  plus  3  if  you 
have  limited  commercial  value.  And  by  regulation  we  will  establish, 
hopefully,  a  very  bright  line  test  which  is  what  we  intend  to  do  so 
that  companies  will  look  at  this  and  say  I  know  what  the  act  offers 
me,  and  Congress  has  resolved  the  debate,  and  they  are  going  to 
leave  the  act  alone,  and  we  will  know  what  we  are  dealing  with. 

Mr.  Greenwood.  That  is  sort  of  what  I  meant  when  I  talked 
about  putting  a  rabbit  in  the  hat.  A  lot  of  the  time  the  uncertainty 
is  created  by  Congress  itself,  not  by  the  economic  realities  that 
would  exist  if  we  just  stay  out  of  the  way  for  a  little  while. 

Let  me  ask  you  a  specific  question.  Under  current  law,  there  are 
two  standards  for  orphan  drug  status,  a  patient  population  of  fewer 
than  200,000  and  a  patient  population  in  excess  of  200,000  if  the 
drug  has  no  expectation  of  commercial  profitability.  Could  you 
please  tell  us  how  many  drugs  fall  into  each  of  these  categories? 

Ms.  Haffner.  Congressman,  at  the  present  time  all  the  drugs 
that  have  been  approved  fall  into  the  fewer  than  200,000  category. 
We  only  yesterday  designated  the  first  product  that  was  able  to  as- 
sure us  of  lack  of  profitability  or  lack  of  return  on  investment  for 
7  years. 

Mr.  Greenwood.  OK.  Thank  you,  Mr.  Chairman. 

Mr.  Waxman.  Thank  you,  Mr.  Greenwood. 

Mr.  Corr,  Dr.  Haffner,  thank  you  very  much  for  your  presen- 
tation to  us.  We  look  forward  to  working  with  you. 

Mr.  CORR.  Thank  you,  Mr.  Chairman. 

[The  following  letter  was  submitted:] 
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DEPARTMENT  OF  HEALTH  &  HUMAN  SERVICES  Pubtie  Hwlth  S*rv«a 


Food  and  Drug  Administration 
Rockvills  MO  208S7 


.ADS  0  1  1994 


The  Honorable  Alex  McMillan  '^   j^, 

House  of  Representatives 
Washington,  D.C.   20515-3309 

Dear  Mr.  McMillan: 

This  letter  is  in  response  to  your  letter  of  June  17,  1994  to 
Dr.  Marlene  Haffner,  regarding  H.R.  4160,  the  Orphan  Drug 
Amendments  of  1994.   You  posed  a  number  of  questions,  which  are 
answered  below. 

In  general,  the  Food  and  Drug  Administration  (FDA)  does  not 
collect  data  on  the  sales  of  orphan  products  or  revenues  of 
companies  marketing  these  products.   The  data  used  to  respond 
to  your  questions  comes  from  public  sources  such  as  periodicals 
and  financial  and  trade  press  publications.   In  many  cases  this 
information  is  anecdotal  in  nature. 

1.  How  many  pharmaceuticals  or  other  therapies  are  currently 
designated  as  "orphan  drugs?" 

As  of  June  30,  1994,  there  were  568  products  designated 
for  orphan  indications,  of  which  106  had  been  approved  for 
marketing.   A  list  of  these  products  is  provided  as 
Attachment  A.   In  Attachment  A,  products  for  which 
marketing  approval  has  been  granted  will  have  a  date  after 
"MA"  at  the  right  of  the  page. 

2.  How  much  is  the  aggregate  sales  volume  of  these  drugs  as  a 
group  per  year,  since  the  designations  of  orphan  began  in  1983? 

FDA  does  not  maintain  data  on  sales  volume.   Many  orphan 
products  have  very  small  sales  volumes  and  may  not  be 
distributed  through  normal  channels,  such  as  pharmacies, 
but  directly  through  treating  physicians  or  by  mail. 
Public  sources  of  pharmaceutical  sales  information  often 
do  not  have  access  to  this  non-traditional  sales 
distribution  information.   If  the  manufacturer  is  a  non- 
public entity,  sales  and  profitability  data  are  usually 
not  available.   It  is  anticipated  that  if  H.R.  4160  passes 
in  current  form,  sponsors  will  be  required  to  certify  that 
their  sales  of  the  particular  orphan  product  do  not  exceed 
a  specified  amount. 
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3.  What  is  the  total  sales  volume,  per  listed  pharmaceutical  or 
therapy  in  question  #1,  during  that  time  period? 

As  stated  in  the  response  to  the  previous  question,  FDA 
does  not  maintain  data  on  sales  volume.   FDA  estimates 
that  the  sales  of  most  orphan  products  average  less  than 
$10  million  per  year,  although  a  few  have  been  reported  to 
generate  significant  annual  sales.   Human  growth  hormone 
(hgh) ,  Erythropoietin  (Epo)  and  Zidovudine  (Retrovir)  are 
each  reported  to  have  1993  sales  greater  than  $175 
million. 

4.  What  is  the  net  profit  of  items  sold  under  the  provisions  of 
the  Orphan  Drug  Act?  How  many  drugs  listed  under  question  #1 
made  a  net  profit,  and  which  one  were  they? 

FDA  does  not  have  access  to  sufficient  information  to  be 
able  to  determine  the  net  profit  of  any  product  under 
FDA's  jurisdiction. 

5.  How  many  companies  are  there  that  currently  manufacture 
pharmaceuticals  or  other  therapies  that  qualify  under  the 
Orphan  Drug  Act  provision,  and  what  are  their  names? 
Furthermore,  are  any  of  these  companies  multiple  producers  of 
products  that  qualify  for  these  provisions? 

As  mentioned  in  the  answer  to  question  /I,  there  are  568 
products  designated  for  orphan  indications,  of  which  106 
have  been  approved  for  marketing.   There  are  59  companies 
listed  as  sponsors  of  approved  (marketed)  orphan  products 
(Attachment  B)  and  26  of  these  sponsors  have  more  than  one 
marketed  orphan  product.   The  number  in  parenthesis  after 
the  sponsor  name  indicates  the  number  of  marketed  orphan 
products  if  the  sponsor  has  more  than  one. 

6.  How  many  of  these  companies  requested  under  question  #5  have 
total  sales  less  than  $10  million  per  year?  How  many  between 
$10-100  million  per  year?   How  many  between  $100-500  million 
per  year?  Are  there  any  companies  contained  in  your  response  to 
question  #5  that  have  total  revenues  in  excess  of  $1  billion 
per  year? 

Attachment  C  is  a  list  of  those  companies  for  which  sales 
data  are  available  out  of  the  59  companies  mentioned  in 
the  answer  to  question  /5.   As  mentioned  previously, 
companies  for  which  such  data  are  publicly  available  tend 
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to  be  larger  companies.   Most  have  sales  greater  than  $1 
billion. 

7.  It  is  ny  understanding  that  ths  currant  law  or  the  proposed 
provisions  do  not  take  into  account  the  cost  of  research  and 
development  or  production  for  any  drug  or  therapy  which 
receives   a  seven  year  exclusivity  right  under  the  orphan  drug 
provisions.   Furthermore,  charges  for  drugs  which  fall  under 
these  provisions  are  not  necessarily  based  on  the  cost  of 
production,  so  examining  total  sales  volume  of  any  listed  drug 
may  or  may  not  shed  light  on  the  profitability  of  that  drug. 
Since  this  is  the  case,  what  is  the  purpose  of  using  sales 
volume  to  determine  whether  or  not  a  three  year  extension 
should  be  granted  by  the  Secretary  under  the  proposed 
amendments?   Will  there  be  other  ways  that  the  Secretary  will 
attempt  to  make  a  determination  of  "commercial  value"  other 
than  a  targeted  patient  population  under  200,000? 

Vou  are  correct  that  the  vast  majority  of  sponsors  that 
receive  orphan  designation  for  a  product  do  not  provide 
data  on  research  and  development  or  production  costs.   If 
the  product  is  for  an  indication  that  affects  fewer  than 
200,000  people  in  the  United  States,  current  law  makes  it 
eligible  for  orphan  designation  regardless  of  economic 
factors.   There  is  a  provision  in  current  law,  however, 
that  sets  an  economic  standard  for  orphan  designation  of 
products  for  indications  of  greater  than  200,000 
prevalence  in  the  U.S.   In  this  case,  a  product  can  be 
designated  if  "there  is  no  reasonable  expectation  that  the 
cost  of  developing  and  making  available  a  drug  for  such 
disease  or  condition  will  be  recovered  from  sales  in  the 
United  States  of  such  drug."   Current  law  also  directs 
that  all  determinations  concerning  designation  shall  be 
made  on  "the  basis  of  facts  and  circumstances  as  of  the 
date  the  request  for  designation  ...  is  made." 

This  provision  was  evoked  in  the  first  year  of  the  Orphan 
Drug  Act,  before  the  200,000  prevalence  limit  had  been 
established  in  law.   The  provision  was  exercised  for  the 
first  time  since  1983  in  June,  1994,  for  a  drug  to  treat 
opiate  addiction.   While  there  are  more  than  200,000 
persons  with  opiate  addiction  in  the  United  States,  the 
determination  was  made  that  there  is  "no  reasonable 
expectation"  that  the  sponsor  will  be  able  to  recover 
development  costs  during  the  seven-year  exclusivity  period 
if  and  when  the  product  is  approved  for  marketing.   These 
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calculations  are  not  based  solely  on  sales,  but  include 
the  costs  of  production  and  other  ordinary  costs  of 
developing  and  marketing  the  product  in  the  United  States. 
The  excess  of  revenues  over  costs  is  applied  to  the 
development  costs  to  make  the  determination. 

The  proposed  bill,  H.R.  4160,  requires  that  a  sponsor  must 
show  that  a  marketed  orphan  product  has  "limited 
commercial  potential"  in  order  to  retain  exclusive 
marketing  rights  beyond  four  years.   Sales  volume  is 
mentioned  as  the  primary  criterion  for  this  decision.   We 
assume  the  sponsors  of  the  bill  selected  sales  volume  as 
the  criterion,  because,  of  the  various  financial 
information  available  about  a  product,  sales  is  the  most 
readily  available.   Under  the  bill  the  specific  dollar 
amount  is  to  be  established  by  the  Secretary.   A  proposed 
amendment  to  H.R.  4160  would  permit  the  Secretary  to  make 
a  finding  of  limited  commercial  potential  for  products 
with  sales  over  the  specified  limit,  but  a  product  with 
sales  below  the  limit  would  always  receive  continued 
marketing  exclusivity  regardless  of  other  factors. 

8.  Other  than  Human  Growth  Hormona  (HGH) ,  Erythropoietin  (EPO) , 
and  Aerosolized  Pentamidine  (API),  are  there  any  other  drugs 
that  your  department  believes  have  exploited  the  exclusivity 
provisions  In  the  Orphan  Drug  Act  to  "unfairly"  make  "excess" 
profit? 

The  FDA  does  not  obtain  information  from  pharmaceutical 
companies  about  their  prices  or  their  profits.   Therefore, 
the  FDA  is  not  in  a  position  to  determine  whether  there 
are  companies  that  "have  exploited  the  exclusivity 
provisions  in  the  Orphan  Drug  Act  to  'unfairly'  make 
'excess'  profit?" 

There  have  been  two  Congressional  hearings  and  a  number  of 
press  reports  which  have  characterized  certain  products  as 
excessively  priced.   I  refer  you  to  the  records  of  the 
February  7,  1990,  hearing  before  the  House  Subcommittee  on 
Health  and  the  Environment  of  the  Committee  on  Energy  and 
Commerce  and  the  January  29,  1991,  hearing  before  the 
Senate  Judiciary  Committee. 

9.  Lastly,  one  of  the  provisions  contained  In  the  Orphan  Drug 
Act  Amendments  of  1994  is  a  grant-making  authority  for  orphan 
drug  research,  starting  at  $20  million  in  FY95,  Increasing  $5 
million  per  year  for  the  next  two  fiscal  years.   It  is  my 
understanding  that  this  Is  an  Increase  from  the  $14  million 
authorized  under  the  current  bill  for  this  fiscal  year.    To 
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wtaoB  hav«  you  awarded  this  Bonay?  Are  any  of  the  avardees 
companies  with  revenues  in  excess  of  $1  billion? 

The  Fy94  budget  for  the  orphan  products  grants  is  $12 
million.   The  Committee  Report  for  the  House-passed 
version  of  the  FY95  Appropriations  for  FDA  (H.R.  4554) 
states: 

"The  orphan  drug  program  has  provided 
significant  advances  in  the  treatment  and  diagnosis 
of  rare  disorders  and  rthe  Committee]  expects  the 
program^ to  operate  at  not  less  than  the  fiscal  1994 
level." 


Funding  for  the  Orphan  Products  Grants  Program 
historically  has  been  an  earmarked  portion  of  the  FDA 
general  appropriations  rather  than  a  separate  amount 
allocated  to  the  Orphan  Drug  Act's  provisions.   The 
Congress  has  not  separately  funded  the  grant  provisions  of 
the  Orphan  Drug  Act  at  any  time  since  its  enactment. 

A  list  of  the  orphan  product  grantees  is  appended  as 
Attachment  D.   The  vast  majority  of  grant  recipients  are 
university  based  researchers.   Of  the  230  grants  awarded 
to  date,  only  17  have  been  to  for-profit  entities  -  these 
are  listed  first  in  Attachment  C.   We  are  not  aware  that 
any  of  the  grantees  have  had  revenues  in  excess  of  $1 
billion. 

Sincerely, 


MltA^ilL 


Diane  E.  Thompso^ 
Associate  Commissioner 
for  Legislative  Affairs 


Enclosures  (4) 

cc:  Chairman  Henry  Waxman 

Ranking  Member  Tom  Bliley 
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Mr.  Waxman.  The  witnesses  on  our  second  panel,  I  would  like  to 
call  forward. 

Brad  Margus  is  the  father  of  two  boys  with  an  orphan  disease 
called  A-T  and  is  president  of  the  Children's  A-T  Project;  Abbey 
Meyers,  president  of  the  National  Organization  for  Rare  Disorders; 
and  Thomas  Wiggans  is  president  and  CEO  of  Connective  Thera- 
peutics, and  Mr.  Wiggans  is  testifying  on  behalf  of  the  Bio- 
technology Industry  Organization. 

We  want  to  welcome  the  three  of  you  to  our  hearing  today.  Your 
prepared  statements  will  be  in  the  record  in  full.  What  we  would 
like  to  ask  each  of  to  you  do  is  to  limit  the  presentation  to  around 
5  minutes. 

Mr.  Margus,  why  don't  we  start  with  you?  And  I,  personally,  es- 
pecially want  to  welcome  you  to  our  hearing  today.  We  had  an  op- 
portunity to  meet  once  before,  and  I  thought  that  you  would  make 
a  very  good  witness  to  talk  about  why  we  need  this,  the  orphan 
drug  bill,  and  why  we  need  to  do  more  in  this  area  from  your  own 
personal  experience. 

Mr.  Margus.  Thanks  for  inviting  me. 

Mr.  Waxman.  There  is  a  button  on  the  base  of  the  mike,  on  the 
bottom.  Just  push  that  forward. 

STATEMENTS  OF  BRAD  MARGUS,  PRESIDENT,  AT  CHILDREN'S 
PROJECT;  ABBEY  S.  MEYERS,  PRESIDENT,  NATIONAL  ORGA- 
NIZATION FOR  RARE  DISORDERS;  AND  THOMAS  WIGGANS, 
ON  BEHALF  OF  BIOTECHNOLOGY  INDUSTRY  ORGANIZATION 

Mr.  Margus.  Mr.  Chairman,  thank  you  for  inviting  me,  and  I  ap- 
preciate it — and  members  of  the  subcommittee.  As  you  can  imag- 
ine, I  never  imagined  being  in  a  place  like  this  and  doing  some- 
thing like  this,  but  after  hearing  my  story,  I  hope  you  will  under- 
stand why  I  am  here. 

About  a  year  ago,  my  wife  and  I  had  a  perfectly  normal  family, 
we  thought.  We  had  three  little  boys  whom  we  expected  to  see 
some  day  grow  into  healthy,  strong  men.  And  then,  about  11 
months  ago,  we  learned  that  2  of  our  sons  have  a  very  rare  and 
lethal  disease  called  Ataxia-telangiectasia — or  A-T,  for  short. 

And  it  is  a  genetic  disease  that  they  inherited  from  us.  It  is  a 
cruel  disease.  If  you  were  to  imagine  a  disease  that  combines  the 
major  facets  of  muscular  dystrophy,  immune  problems  or  cystic  fi- 
brosis and  then  cancer,  you  would  have  a  disease  like  A-T. 

It  usually  strikes  kids  at  about  the  age  of  2.  They  become 
wobbly.  And  neurological  degeneration  continues.  Children  also 
have  about  1,000  times  higher  likelihood  of  developing  terminal 
cancer  as  children,  compared  to  normal  kids.  And,  if  that  is  not 
enough,  they  also  have  immune  problems  so  that  respiratory  infec- 
tions can  often  be  fatal. 

The  disease  is  unrelenting.  Usually  by  about  the  age  of  8  or  10 
they  are  in  wheelchairs,  and  the  neurological  degeneration  contin- 
ues so  that  even  though  their  intellect  stays  perfect,  usually  by  into 
their  teens  they  lose  control  of  their  eyes,  their  speech,  and  they 
usually  die  in  their  teens. 

So  I  am  sure  you  can  imagine  what  we  went  through.  We  feel 
the  clock  is  ticking,  and  so  we  set  out  to  find  everything  we  could 
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about  what  the  world  is  doing  on  this  disease.  And  we  found  that 
because  it  is  an  orphan  disease  or  so  rare,  very  little  is  being  done. 

And  there  are  some  people,  as  you  heard,  at  NIH  who  have  been 
doing  some  projects  on  it,  but,  basically,  they  are  just  studying  the 
mechanism  of  the  disease  because  it  is  interesting  scientifically  but 
not  really  toward  the  purpose  of  finding  a  cure  or  therapy. 

I  learned  everything  I  could  about  it.  I  could  talk  for  hours  about 
all  the  people  I  visited  and  all  the  people  that  have  helped  me,  but 
in  the  process  we  discovered  that  we  fell  through  the  cracks.  We 
talked  to  the  Jerry  Lewis  Muscular  Dystrophy  Association,  a  lot  of 
other  organizations,  and  for  various  reasons  they  all  had  to  draw 
the  line,  so  we  fell  through  the  cracks. 

No  one  can  really  help  us  so  we  did  what  a  lot  of  rare  diseases 
do,  we  started  our  own  organization.  In  October,  we  were  granted 
tax-exemptible  status  and  started  raising  money,  hopefully  to  accel- 
erate research  on  this  disease.  For  our  disease  right  now,  we  are 
still  looking  for  the  gene  that  causes  it,  and  experts  estimate  that 
in  the  next  3  to  6  months  that  gene  may  be  cloned. 

It  is  significant  to  point  out  that,  you  know,  people  say  why 
would  you  do  anything  for  this  disease,  that  you  have  so  much 
more  common  diseases  that  you  have  to  put  money  on  and  so  much 
money  is  being  spent  on  them.  What  chance  do  you  have?  But  it 
is  significant  to  point  out  that  to  find  the  gene  for  our  disease 
doesn't  take  any  scientific  breakthrough.  The  same  techniques  can 
be  used  that  have  already  been  used  on  a  lot  of  more  common  dis- 
eases like  cystic  fibrosis  or  colon  cancer. 

The  only  problem  is  we  don't  have  the  funding  or  the  hands  to 
do  it.  I  talked  to  a  lot  of  other  foundations  and  learned  how  they 
worked  and  how  the  better  ones  worked.  We  established  a  scientific 
advisory  board  with  prominent  specialists  from  various  fields  to 
lead  us  so  we  wouldn't  make  mistakes. 

I  have  traveled  to  researchers  around  the  world.  I  visited  NIH 
a  couple  of  times.  I  have  placed  announcements  in  scientific  jour- 
nals to  try  to  get  scientists  interested  in  this  disease,  to  attract  the 
best  scientists. 

I  think,  you  know,  if  you  wanted  to  ever  make  a  great  example 
of  a  disease  that  can  really  pay  off — even  though  it  is  a  rare,  rare 
disease,  the  research  can  pay  off  for  broader  diseases — I  think  this 
is  it.  It  turns  out  that  there  are  at  least  2  million  carriers  of  this 
disease  in  the  United  States  population.  Even  though  they  don't 
have  the  symptoms  that  my  sons  have,  they  have  a  much  higher — 
about  4  to  5  times  higher — likelihood  of  developing  cancer  than 
normal  people  do. 

And  so  that,  in  itself,  makes  it  much  more  interesting  to  people 
like  the  Cancer  Institute  and  cancer  researchers.  They  estimate 
that  1  out  of  6  breast  cancer  patients  may  be  carriers  of  our  son's 
disease.  Also,  the  brain  cells  that  are  dying  in  my  sons  are  the 
same  kind  of  cells  that  die  in  Alzheimer's  patients.  And  the  im- 
mune problems  in  this  disease,  research  on  that  may  shed  light  on 
even  things  like  AIDS. 

What  is  most  significant  about  this  disease  is  the  fact  that  all 
three  systems  are  affected,  so  by  studying  it  you  may  find  the  links 
between  those  systems. 
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Again,  it  all  comes  down  to  the  fact  it  is  a  rare  disease,  and  no 
one  famous  has  ever  had  this.  I  only  wish  that,  you  know — well, 
I  don't  wish  it,  but  I  certainly  can  imagine  if  someone  like  Michael 
Jordan  or  Billy  Joel  or  some  famous  celebrity  or  one  of  you  Con- 
gressmen had  it,  someone  was  affected  by  the  disease,  probably  by 
now  there  would  be  a  lot  more  funds  raised  for  it. 

Unfortunately,  there  is  nobody  famous.  We  searched  real  hard. 
No  one  famous  or  powerful  is  connected  with  this  disease.  So  that 
is  what  leaves  us  stifled  as  far  as  making  progress. 

The  Orphan  Drug  Act  that  we  are  talking  about  today  is  a  won- 
derful thing  and  in  talking  to  a  lot  of  rare  disease  organizations  I 
have  heard  great  things  about  it.  I  wish  that  we  had  an  orphan 
drug  today  that  we  could  be  fighting  for,  but  we  don't. 

Arid  so  I  guess  one  side  thing  I  would  like  to  emphasize  today. 
Congressman  Waxman,  even  though  it  is  not  the  direct  purpose  of 
the  meeting,  is  that  research  itself  is  extremely  important.  And  to 
do  more  for  rare  diseases,  I  think  developing  research  is  valuable. 
I  think  you  will  find  that  a  lot  of  times  research  for  rare  diseases 
like  this  pay  bigger  dividends  for  common  diseases  as  I  mentioned. 

And  also  I  think  that  Abbey  Meyers,  who  is  speaking,  will  con- 
firm that  there  are  a  lot  of — if  you  aggregate  or  accumulate  all  the 
rare  diseases  in  total,  they  are  costing  our  system  a  lot  of  money. 
Our  family  alone,  even  before  being  diagnosed,  our  bills  ran  close 
to  $60,000  just  in  tests. 

So,  again,  there  is  some  simple  things  we  are  asking  for  right 
now  as  far  as  trying  to  get  funds  for  research.  Obviously,  we  would 
like  to  have  more  money  into  research  on  this  disease.  We  also  see 
things  like  symposiums,  a  registry,  tissue  cell  bank.  These  are  all 
things  that  are  very,  very  cheap  by  most  disease  research  stand- 
ards, and  yet  you  really  need  them,  and  scientists  have  told  us  we 
need  them  in  order  to  make  any  progress  at  all  in  our  disease. 

I  mentioned  in  my  written  statement  that  if  you  could  spend  $15 
million  over  3  years,  I  have  been  told  you  can  ensure  that  the  gene 
is  found,  you  could  ensure  that  significant  progress  is  being  made 
in  understanding  how  that  gene  does  its  damage,  and,  therefore,  it 
would  be  very  likely,  maybe  not  for  a  cure,  but  at  least  for  a  ther- 
apy that  would  slow  the  progression  of  the  disease  and  buy  us 
time. 

You  know,  how  do  I  get  to  $15  million?  Well,  I  got  the  $15  mil- 
lion from  talking  to  a  lot  of  researchers.  I  would  love  to  explain 
how  we  would  spend  that  $15  million  or,  even  better  yet,  I  would 
love  to  have  someone  at  the  NIH  specifically  working  on  how  that 
$15  million  would  be  spent. 

But  I  am  in  the  shrimp  business  myself,  and  last  week  I  heard 
about  a  grant  that  was  given  to  fund  the  research  on  a  disease  that 
is  affecting  shrimp  and  shrimp  farming,  and  that  grant  was  for  $12 
million.  So  for  me  to  spend  $15  million  for  my  sons  and  other  fami- 
lies with  my  sons'  disease  I  think  is  not  too  much  to  ask. 
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So,  in  closing,  I  just  like  to  say  that  I  hope  and  pray  that  my  tes- 
timony today  makes  some  difference.  I  also  hope  and  pray  that 
some  day  we  will  have  an  orphan  drug  that  will  benefit  from  your 
act.  Thank  you. 

Mr.  Waxman.  Thank  you,  Mr.  Margus,  very  much  for  your  testi- 
mony. 

[The  prepared  statement  of  Mr.  Margus  follows:] 
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Mr.  Chairman  and  Members  of  the  Sub-committee,  my  name  is  Brad  Margus.  I'm 
from  Boca  Raton,  Florida,  and  I  never  imagined  myself  speaking  to  a 
congressional  sub-committee  here  on  Capitol  Hill. 

A  year  ago,  I  thought  my  wife  and  I  had  a  perfect  family.   I  ran  a  shrimp  company, 
I  had  a  beautiful  wife,  and  we  had  three  little  boys  whom  we  expected  to  watch 
grow  into  strong,  healthy  men  someday.  But  now  our  dreams  have  changed. 

About  eleven  months  ago,  two  of  my  young  sons  were  diagnosed  with  a  rare, 
lethal  disease  called  Ataxia-telangiectasia,  or  "A-T"  for  short. 

A-T  is  a  recessive,  inherited  disease  that  has  the  same  incidence  in  all  countries, 
races  and  sexes.  My  wife  and  I  are  not  related,  and  we  had  no  way  of  knowing 
that  we  were  both  carriers  of  this  rare,  defective  gene.  So  what  happened  to  us 
could  happen  to  anyone. 

It's  a  cruel  disease.  If  you  were  to  imagine  a  disease  that  combines  the  most 
commonly  known  aspects  of  muscular  dystrophy,  cancer  and  cystic  fibrosis,  you 
would  have  a  disease  like  A-T.  Although  normal  at  birth,  around  the  age  of  two, 
A-T  children  start  losing  the  ability  to  control  their  arms  and  legs,  and  with  this 
muscle  incoordination  comes  difficulty  with  speech  and  eye  movement. 

A-T  kids  are  also  about  one  thousand  times  more  likely  than  normal  kids  of 
developing  terminal  cancer,  especially  leukemia,  and  because  their  bodies  are 
extremely  sensitive  to  radiation,  typical  cancer  therapies  will  kill  them.  In  addition, 
their  immune  systems  are  very  weak,  and  frequent  respiratory  infections  are  life- 
threatening.  Some  A-T  children  also  experience  premature  aging  and  diabetes. 

This  disease  is  also  unrelenting.  Most  children  with  A-T  are  wheelchair  dependent 
by  the  age  of  eight  or  ten,  and  they  rarely  live  beyond  their  teens. 

My  son  Jarrett  is  only  five  years-old,  and  Quinn  is  three.  It  took  almost  two  years 
and  thousands  of  dollars  to  diagnose  them  properly,  and  that  final  diagnosis  was  a 
devastating  blow  to  us.  Even  though  the  boys  are  still  very  young,  doctors  tell  us 
that  their  health  will  deteriorate  quickly.  The  clock  is  ticking.   If  they  don't  develop 
cancer,  as  almost  40  percent  of  A-T  kids  do,  then  they  will  certainly  be  severely 
debilitated  in  a  few  more  years. 

Everyone  responds  to  a  personal  crisis  differently,  and  my  response  was  to  learn 
all  I  could  about  this  new  enemy  that  had  taken  control  of  our  family.  So 
immediately  upon  learning  of  the  diagnosis,  I  struggled  to  learn  the  basics  of 
molecular  genetics  and  neurobiology,  and  at  the  same  time,  contacted  research 
teams  around  the  world  who  were  working  on  A-T.  I  had  no  scientific  or  medical 
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credentials,  but  I  wanted  to  learn  enough  to  figure  out  what  I  could  do.  I  began  by 
having  a  Ph  D.  tutor  me  at  nights  on  molecular  biology  and  genetics.   Next,  I 
started  calling  people. 

As  I  contacted  and  visited  A-T  researchers  everywhere,  it  became  clear  to  me  that 
this  disorder  was  an  extremely  rare,  "orphan"  disease,  and  research  for  a  cure  or 
treatment  had  been  tremendously  limited  because  of  a  lack  of  funding.  There 
wasn't  even  a  support  organization  for  parents  or  a  decent,  up-to-date  book  on 
how  to  deal  with  the  disease...   1  contacted  Jerry  Lewis's  Muscular  Dystrophy 
Association,  but  even  though  A-T  includes  neuro-muscular  deterioration,  the 
Muscular  Dystrophy  Association  refuses  to  support  our  disease  because  A-T  also 
includes  cancer  and  immune  problems.  They  said  they  had  to  "draw  the  line." 

Other  organizations  I  approached  also  refused  to  help.  We  were  just  very 
unlucky,  and  had  fallen  through  the  cracks. 

But  my  wife  Vicki  and  I  had  to  do  something...  we  couldn't  accept  our  sons'  fates 
passively. 

Therefore,  we  formed  a  non-profit  foundation  to  raise  money  to  support  scientific 
research  aimed  at  finding  a  cure  or  treatment.  We  obtained  tax-deductible, 
"501(c)(3)"  status  from  the  I.R.S.,  and  we  named  the  foundation  the  A-T  Children's 
Project. 

For  A-T  families  like  mine,  hope  lies  in  the  field  of  genefics.  The  defective  gene 
that  causes  A-T  must  be  isolated.  Experts  in  the  field  estimate  that  the  gene 
"discovery"  should  take  place  within  the  next  six  to  12  months.  Once  the  gene  is 
found,  a  cure  or  treatment  may  take  time  but  it  may  also  happen  quite  quickly. 

Unlike  a  lot  of  common  diseases  (like  AIDS)  for  which  a  cure  is  still  elusive,  and 
where  viruses  are  still  a  difficult  puzzle,  no  new  idea  or  scientific  breakthrough  is 
required  to  find  the  gene  that  causes  our  sons'  disease.  All  that  is  needed  is  more 
hands  to  do  the  work,  which  means  funding.   Every  step  that  needs  to  be  taken 
has  already  been  taken  in  successfully  finding  the  genes  for  many  other  more 
common  diseases. 

In  setting  up  the  Project,  I  sought  advice  from  numerous  other  disease 
foundations  that  had  good  reputations  among  scientists.  And,  in  addition  to 
meeting  active  A-T  researchers,  I  met  with  numerous  world-class  cell  biologists, 
chemists  and  geneticists.  For  example,  I  contacted  Ray  White  in  Utah,  David 
Botstein  at  Stanford  and  Francis  Collins,  the  director  of  the  Human  Genome 
Project  at  the  National  Institutes  of  Health  -  all  legendary  geneticists  who  have 
led  successful  hunts  for  disease  genes.   I  even  contacted  Jim  Watson,  the  Nobel 
prize-winner  who  discovered  the  structure  of  DNA. 
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Next,  I  recruited  from  around  the  country  a  board  of  preeminent  specialists  from 
the  fields  of  molecular  genetics,  oncology,  immunology  and  neurobiology  to  serve 
on  The  Project's  Scientific  Advisory  Board.  This  team,  which  review/s  and  selects 
scientists  to  receive  research  grants,  is  led  by  Dr.  David  Cox  (MD,  PhD),  Professor 
of  Genetics  at  the  Stanford  University  School  of  Medicine,  and  also  co-director  of 
the  Stanford  Human  Genome  Mapping  Center. 

My  search  for  the  best  scientists  has  taken  me  all  over  the  w^orld.  A  big  part  of  my 
life  now  consists  of  encouraging  new  scientific  interest  in  A-T  and  organizing 
research  conferences  to  more  effectively  coordinate  the  research  underway.   I 
have  also  formed  alliances  with  other  organizations,  met  with  Senators  and 
Congressmen,  visited  researchers  at  the  National  Institutes  of  Health,  and  placed 
announcements  in  scientific  journals. 

We  know  that  our  efforts,  and  those  of  the  scientists  supported  by  The  Project,  will 
eventually  help  all  families  worldwide  who  suffer  from  the  disease.  Even  if  our 
efforts  don't  produce  results  in  time  to  save  my  sons,  we  will  definitely  have 
helped  many  A-T  kids  in  the  future. 

But  even  beyond  helping  A-T  children,  our  research  will  also  help  a  larger 
segment  of  the  population.  If  ever  there  was  a  great  example  of  how  researching 
a  rare  disease  can  help  other  diseases,  this  is  it. 

It  turns  out  that  there  are  at  least  2  million  "carriers"  for  this  disease  in  the  U.S. 
alone  ~  individuals  who  have  just  one  of  the  two  defective  genes  needed  to 
become  afflicted  with  A-T.  These  "carriers"  are  four  to  five  times  more  susceptible 
than  non-carriers  to  various  forms  of  cancer,  and  therefore  constitute  a 
numerically  important  proportion  of  the  population  with  an  elevated  cancer  risk. 
For  example,  a  researcher  funded  by  the  National  Cancer  Institute  has  published 
that  one  in  six  women  with  breast  cancer  is  probably  an  A-T  carrier 

The  basic  cellular  problem  in  A-T,  which  appears  to  be  an  inability  to  properly 
repair  damaged  DNA,  is  now  one  of  the  hottest  areas  in  cancer  research.  And  a 
researcher  at  Johns  Hopkins  recently  published  a  paper  linking  the  A-T  gene's 
role  to  another  famous  "tumor-suppressor"  gene,  called  "P-53",  which  has  been 
found  to  be  defective  in  over  half  of  all  malignant  tumors.  So  A-T  definitely  plays  a 
role  in  cancer. 

Also,  the  brain  cells  that  are  dying  in  A-T  children  seem  to  be  dying  in  a  similar 
way  that  they  die  in  Alzheimer's  patients.  And,  understanding  how 
immunodeficiencies  develop  in  A-T  kids  may  have  relevance  to  other 
immunodeficiencies,  including  perhaps  AIDS. 

As  you  can  see,  researching  this  rare  disease  is  more  valuable  than  you  would 
think  for  the  light  it  will  shed  on  how  cancers,  neurological  defects  and  immune 
defects  occur,  and  what  the  links  are  between  them.  But  unless  the  public 
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realizes  the  importance  of  researching  A-T,  my  sons'  disease  will  remain  an 
obscure  problem  with  no  one  to  help  us  solve  it. 

Even  though  I  know  that  it's  a  terrible  thing  to  say,  a  part  of  me  sometimes  wishes 
that  someone  very  famous  would  have  a  child  with  A-T,  because  of  the  great 
exposure  and  financial  support  I  know  that  it  would  bring.   I  hope  you  know  what  I 
mean.   I  can't  help  wondering  what  would  happen  if--  instead  of  me  ~  Michael 
.Jordan  or  Kevin  Costner  or  Billy  Joel  or  maybe  one  of  you  Congressmen  had  a 
son  with  A-T...  Would  numerous  celebrities  like  Barbara  Streisand,  Cher  or  Liz 
Taylor  suddenly  be  helping  you  raise  money  for  it?  Probably.  But  I  am  not 
wealthy  or  famous... 

So  here  I  am  today,  because  Congressman  Waxman  has  kindly  allowed  me  to 
tell  you  my  story,  and  because  I  want  to  emphasize  how  important  it  is  that,  in 
your  complicated  and  difficult  appropriations  process,  money  will  be  there  so  that 
basic  and  applied  research  can  be  done  for  families  like  mine  that  are  affected  by 
rare  diseases. 

As  a  businessman,  I  know  that  when  I  am  cutting  costs,  it  often  seems  easiest  to 
cut  long-term  investment  in  research  in  order  to  spend  money  putting  out  today's 
fires.   But  only  research  can  permanently  solve  a  disease  problem. 

I  am  certain  that,  collectively,  all  patients  with  rare  disorders  end  up  costing  our 
healthcare  system  a  fortune.  I  sure  hope  the  architects  of  each  healthcare  reform 
plan  keep  it  in  mind  when  they  consider  the  value  of  research  and  what  curing  a 
rare  disease  means  economically.  My  family  had  over  $60,000  in  medical  bills 
from  tests  even  before  my  sons  were  diagnosed! 

The  Orphan  Drug  Act  has  been  quite  successful,  but  for  many  of  us,  we  don't 
even  have  a  drug  to  fight  for.  We  need  the  research,  and  the  symposiums,  and 
the  patient  registries  and  the  cell-banks  that  the  big,  common  diseases  have.   Dr. 
Patricia  Grady,  director  of  the  National  Institute  of  Neurological  Disorders  and 
Stroke  (NINDS)  has  been  very  kind  to  us,  and  the  people  in  Dr.  Broder's  office  at 
the  National  Cancer  Institute  (NCI)  have  given  us  much  advice.  But  all  of  these 
people  continue  to  tell  us  how  their  budgets  are  tight  and  why  they  cannot  do 
more  for  A-T. 

Dr.  Collins,  director  of  the  National  Center  for  Human  Genome  Research  has  also 
become  one  of  our  heroes,  because  of  his  efforts  to  lead  the  hunts  for  disease 
genes.  I  know  that  some  people  criticize  genetic  research,  with  all  of  its  ethical 
and  psycho  social  questions,  but  please  don't  forget  that  genetic  research  is  our 
hope.  It  is  the  only  way  that  scientists  can  figure  out  how  this  genetic  disease 
does  its  terrible  damage. 
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So  it  all  comes  back  to  being  an  "orphan"  disease,  doesn't  it?  Whenever  I  hear 
about  how  much  money  is  being  thrown  at  some  more  common  disease,  or  even 
directed  toward  another  rare  disease  with  a  louder  voice,  I'm  devastated.   I  think 
to  myself  how  much  easier  it  would  be  to  approach  people  for  donations  for 
cancer  or  heart  disease...  instead  of  my  sons'  disease  which  you  can't  even 
pronounce!  I  might  even  argue  that  rare  diseases  deserve  government  funding 
more  than  common  diseases,  in  the  same  way  that  the  Small  Business 
Administration  assists  small  companies  who  cannot  get  financing  from  other 
places. 

Just  a  little  funding  --  carefully  and  precisely  directed  -  could  have  such  a  great 
impact  on  A-T.   It  seems  almost  obscene  to  me  when  someone  tells  me  that  my 
sons'  disease  is  "too  small."  After  all,  there's  a  gun  called  "A-T"  aimed  at  my  sons' 
heads,  and  I'm  trying  to  save  them.  And  then,  when  you  consider  how  important 
A-T  research  may  turn  out  to  be  in  understanding  cancer  or  Alzheimer's,  putting 
more  energy  and  a  little  more  money  into  A-T  really  makes  sense. 

Some  inexpensive  things  that  would  make  a  big  difference  for  our  disease  include: 

.     Establishing  a  registry  of  A-T  patients  (about  $70,000  for  the  first  year,  and 
then  $40,000  per  year  after  that). 

•  Establishing  a  tissue  and  cell-bank  for  materials  from  A-T  patients  to  be  made 
freely  available  to  all  researchers  (about  $75,000  per  year). 

.  Establishing  a  clinical  center  for  A-T  at  a  world-class  medical  center  for  the 
evaluation  of  A-T  patients,  to  accumulate  clinical  experience  with  managing 
A-T,  and  to  assist  researchers  (about  $80,000  per  year). 

•  Having  the  National  Cancer  Institute  organize  an  inter-institute  symposium  on 
the  NIH  campus  ~  soon  -  to  assess  the  status  of  A-T  research  and  to 
eliminate  redundancies  (they  do  this  all  the  time  for  other  diseases). 


Beyond  these  small  but  critical,  immediate  steps  that  can  be  taken,  A-T  families 
around  the  U.S.  are  also  desperate  to  see  a  little  more  money  directed  toward  A-T 
research.  One  thing  I  have  heard  is  that  researchers  at  the  NIH  do  not  appreciate 
Congress  telling  them  how  to  specifically  allocate  their  research  budgets.  But,  I 
think  if  you  ask  people  at  the  Cancer  or  Neurological  institutes,  they  will  agree  with 
me  that  A-T  research  is  worth  funding.  So  maybe  they  wouldn't  mind  your 
directing  funds  to  A-T. 

For  example,  if  the  NIH  could  designate  just  $15  million  to  be  spent  on  A-T  over 
the  next  three  years,  this  would  ensure  that  the  defective  A-T  gene  would  be 
isolated,  and  that  its  role  in  cancer,  immunodeficiency  and  neurological 
development  would  be  understood.  And  very  likely,  if  not  a  cure,  some  kind  of 
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temporary  treatment  would  be  found  that  would  slow  the  progression  of  the 
disease  and  buy  time  for  A-T  patients  like  my  sons.  And  at  the  same  time,  much 
would  be  learned  that  would  benefit  the  bigger,  more  common  diseases. 

Thank  you  for  this  opportunity  to  speak.  Throughout  the  last  eleven  months  since 
my  sons  were  diagnosed,  I  have  tried  to  act  rationally  with  good  logic,  rather  than 
merely  as  an  emotional  parent.   But  even  the  leading  scientists  with  whom  I  have 
spoken  believe  that  A-T  can  be  solved.   I  truly  believe  that  a  cure  is  close  at  hand, 
and  only  lacks  money,  will  and  an  organized  program  to  bring  it  to  fruition.   But  I 
cannot  wait,  because  my  sons  cannot  wait.  I  hope  you  can  understand  this. 

My  wife  and  I  are  basically  private  people.  We  never  wanted  to  form  a  non-profit 
organization.  We  certainly  weren't  looking  for  a  new  hobby  or  cause.  But  we  are 
doing  this  because  no  one  else  will.  We  just  had  to.  This  is  all  new  territory  for 
us,  and  we  are  still  learning  how  "the  system"  works. 

If  any  of  you  would  like  further  details  of  how  we  think  funds  should  be  spent  on 
A-T,  I  would  love  to  share  them  with  you.  And,  since  I  have  to  assume  that  as 
Congressmen,  you  are  expert  fund-raisers  yourselves,  I  would  be  all  ears  to  any 
tips. 

And  finally,  most  of  all,  I  hope  and  pray  that  my  words  today  will  make  some 
difference. 

Thank  you. 


Brad  Margus 
A-T  Children's  Project 
Phone:    (407)483-2661 
Fax:         (407)483-2088 
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Mr.  Waxman.  Your  testimony  reminds  us  why  a  dozen  years  ago 
we  in  this  subcommittee  felt  we  needed  to  do  something  to  get  the 
progress  moving  forward  for  development  of  drugs  for  people  with 
rare  diseases. 

And  you  are  right.  When  research  does  focus  on  a  rare  disease, 
it  can  often  lead  to  cures  for  other  diseases  as  well.  But  even  if  it 
doesn't,  people  with  rare  diseases  shouldn't  be  left  aside  because  it 
is  not  profitable  for  an  investor  in  a  pharmaceutical  industry  to 
want  to  do  something,  to  help  people  who  need  some  help  so  des- 
perately. And  the  Orphan  Drug  Act  was  intended  at  least  to  do 
that,  and  it  succeeded  in  doing  that  quite  well. 

I  am  going  to  ask  you  some  questions  and  pursue  ways  we  can 
be  helpful  in  revising  this  legislation  and  other  areas  as  well  to 
make  sure  that  we  do  more  than  what  we  have  done  already.  Be- 
cause, obviously,  we  need  to  do  more  if  there  is  not  any  hope  at 
the  moment  for  your  children.  But  I  thank  you  very  much  for  being 
here. 

Ms.  Meyers. 

STATEMENT  OF  ABBEY  S.  MEYERS 

Ms.  Meyers.  Yes,  thank  you,  Mr.  Chairman. 

I  would  just  like  to  say  in  reference  to  Mr.  Margus'  testimony 
that  $12  million  may  have  been  spent  last  year  or  this  year  on  a 
disease  of  shrimp,  but  a  total  of  $12  million  was  appropriated  for 
the  Orphan  Drug  Research  Program.  Dr.  Haffner's  program,  she 
has  $12  million  to  fund  research  grants  on  5,000  diseases.  There 
is  something  wrong  here,  and  something  that  needs  to  be  exam- 
ined. 

And  this  legislation  will  double  that  appropriation.  It  is  still  not 
enough,  but  it  will  go  a  long  way  towards  helping. 

Another  issue  that  Mr.  Margus  brought  up  is  the  fact  that  there 
really  isn't  any  coordination  of  these  research  programs  and  that 
the  FDA  doesn't  know  what  the  NIH  is  doing,  and  they  don't  know 
what  the  CDC  is  doing,  and  the  veterans  affairs  people  might  be 
doing  research  or  something  also. 

But  there  is  no  coordination,  and  that  is  the  reason  why  there 
is  a  need  for  the  central  office  for  rare  diseases,  which  is  in  this 
bill.  It  is  the  primary  recommendation  of  the  National  Commission 
on  Orphan  Diseases  which  reported  to  Congress  in  1989.  So  it  is 
really  very  important  that  we  stop  wasting  money  and  time  and  re- 
sources by  the  lack  of  coordination. 

Now,  Mr.  Chairman,  my  first  testimony  before  this  committee 
was  in  June  1980,  believe  it  or  not.  And  in  that  time  I  had  come 
here  as  the  mother  of  three  young  children  who  had  a  rare  disease. 
Since  then  my  children  are  grown,  and  I  am  now  a  grandmother. 
So  it  has  been  a  long  history  that  we  have  with  this  committee. 
And  I  am  as  concerned  about  my  granddaughter  as  I  was  about  my 
children  in  those  days. 

You  can  be  very  proud  of  what  this  act  has  accomplished,  but 
there  have  been  documented  problems  along  the  way.  There  have 
been  hearings  in  this  committee,  there  have  been  hearings  in  the 
Senate,  both  in  the  Judiciary  Committee  and  the  Labor  and 
Human  Resources  Committee,  that  have  documented  the  problems. 
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It  is  true  it  is  just  a  small  number  of  companies.  But  when  we 
think  that  one  drug  has  already  come  on  the  market  under  this  act 
at  a  cost  of  $300,000  per  year  for  a  chronic  disease,  then  it  is  just 
logical  to  understand  that  if  something  isn't  done  we  will  have  a 
drug  for  $1  million  a  year  or  $2  million  a  year.  When  will  every- 
body agree  that  something  has  to  be  done?  Must  we  let  it  go  that 
far? 

And  that  is  the  reason,  one  of  the  primary  reasons,  why  we  have 
to  solve  this  problem  now.  Because  it  is  bound  to  get  worse  unless 
those  manufacturers  who  are  susceptible  to  undermining  the  intent 
of  this  act — if  they  go  too  far  and  they  cause  anger,  not  only  among 
the  patients  where  it  is  now  but  among  the  entire  government — 
the  changes  that  were  made  in  the  act  over  the  years  were  impor- 
tant. There  were  three  sets  of  amendments.  But  when  the  integrity 
of  the  act  was  challenged,  it  was  basically  because  very  lucrative 
drugs  were  being  developed  with  the  taxpayers'  assistance. 

If  you  look  at  a  drug  like  human  growth  hormone,  which  is  des- 
ignated for  a  small  group  of  10,000  children  with  pituitary 
dwarfism — these  aren't  short  children.  These  children  are  crippled 
by  their  lack  of  height,  children  who  can't  reach  the  faucet  on  the 
sink  because  they  are  so  small.  It  was  an  important  drug.  It  was 
meant  to  help  these  10,000  children. 

But  when  it  got  on  the  market,  it  cost  $10,000  a  year  for  a  young 
child  at  the  age  of  7  or  8,  building  up  to  $30,000  or  $35,000  a  year 
as  teenagers.  And  the  families  have  suffered  so  under  this.  You 
have  to  understand  the  effects  not  only  to  people  who  don't  have 
the  money  but  a  person  who  works  for  a  small  employer. 

And  we  had  a  woman  from  Chicago  who  testified  at  one  of  these 
hearings  in  the  Senate.  Her  husband  was  a  mechanic.  He  worked 
for  a  small  automobile  dealer.  And  because  of  the  cost  of  taking 
care  of  this  child  with  growth  hormone,  the  price  of  the  health  in- 
surance rose  so  high  at  that  small  automobile  dealership  that  the 
employer's  choice  was  either  to  drop  insurance  for  everybody  or  fire 
this  man. 

These  are  the  realities.  When  we  hear  that  there  is  no  health 
care  crisis,  when  we  see  people  saying  that  on  TV,  come  outside  the 
beltway  and  go  to  that  small  automobile  manufacturer  and  see 
what  our  health  insurance  system  is  doing  to  people. 

Now,  what  is  the  idea  about  this  particular  amendment  and  the 
mechanism  that  it  uses?  The  American  economic  system  is  built  on 
competition.  There  is  nothing  wrong  with  competition.  There  is 
nothing  wrong  with  profit.  The  Orphan  Drug  Act  was  written  to  as- 
sure that  no  drug  company  would  lose  money  on  an  orphan  drug 
and  that  indeed  they  would  make  a  reasonable  profit. 

What  the  problem  is,  is  defining  what  is  a  reasonable  profit  and 
what  is  an  excessive  profit.  This  law  says  if  you  come  to  us  with 
an  orphan  drug  for  a  disease  that  affects  fewer  than  200,000  peo- 
ple, we  guarantee  you  will  have  4  years  of  exclusivity.  There  won't 
be  any  hassle  about  how  much  they  are  going  to  charge  for  the 
drug  or  how  much  profit  they  are  going  to  make.  At  the  end  of  4 
years  it  will  be  cutting  out  those  drugs  that  are  extraordinarily 
profitable  from  the  drugs  that  still  need  the  protection  of  the  gov- 
ernment and  the  subsidy  of  the  taxpayer. 
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It  is  like  a  teenager.  Once  it  grows  up  and  stands  on  its  own, 
sometimes  you  have  to  throw  it  out  of  the  nest.  And  that  is  the 
only  thing  that  this  amendment  is  trying  to  accomplish. 

There  is  a  problem  with  some  manufacturers  in  particular  doing 
what  we  call  salami  slicing,  where  they  look  at  a  drug  that  they 
know  is  going  to  work  on  a  very  prevalent  disease  and  they  try  to 
slice  it  down  to  the  rarest  form  of  that  disease. 

And  this  is  particularly  true  of  cancer  drugs.  May  work  on  pros- 
tate cancer,  but  you  try  to  get  it  approved  for  a  cancer  that  may 
only  affect  300  or  600  people.  And  those  are  the  types  of  drugs  that 
are  going  to  have  the  sales  that  are  much  higher  than  everybody 
expected  that  will  not  qualify  for  the  extra  3  years.  That  is  all  this 
is  trying  to  do. 

In  all  of  these  years  that  the  act  has  worked  we  have  seen  really 
miraculous  things  happen.  We  have  also  seen  groups  of  drugs  that 
people  still  refuse  to  get  involved  with.  The  drug  industry,  for  in- 
stance, is  staying  away  from  drugs  for  drug  abuse  and  certain 
areas.  They  still  don't  want  to  do  the  studies  for  pediatric  uses. 
There  needs  to  be  some  adjustment  in  all  of  these  areas. 

But  in  the  orphan  drug  arena,  this  act  works.  And  saying  that 
we  want  to  excise  the  very  profitable  drugs  is  not  a  punishment. 
It  is  more  or  less  a  reward.  Because  at  the  end  of  4  years  they  are 
not  going  to  have  to  stop  selling  their  drug.  All  they  are  going  to 
do  is  face  competition,  just  like  every  other  manufacturer  in  this 
country. 

Thank  you,  Mr.  Chairman. 

Mr.  Waxman.  Thank  you  very  much,  Ms.  Meyers. 

[Testimony  resumes  on  p.  87.] 

[The  prepared  statement  of  Ms.  Meyers  follows:] 
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STATEMENT       OF      ABBEY       S.       MEYERS,       PRESIDENT 
NATIONAL      ORGANIZATION      FOR      RARE      DISORnFR<; 
Mr.  Chairman,  Members  of  the  Committee,  I  am  Abbey  Meyers,  President  of  the 
National  Organization  for  Rare  Disorders  (NORD).  NORD  is  a  non-profit  voluntary 
health  agency  that  represents  the  20  million  Americans  who  suffer  from  over  5,000 
rare  diseases.  NORD  was  formed  in  1 983,  after  the  Orphan  Drug  Act  became  law,  for 
the  purpose  of  representing  the  needs  of  patients  and  families  with  rare  "orphan" 
diseases  through  one  united  voice,  as  well  as  more  than  130  voluntary  health 
organizations  and  support  groups  for  specific  rare  disorders. 

1  first  testified  before  this  committee  fourteen  years  ago  when  the  original  orphan  drug 
legislation  was  being  drafted.  At  that  time,  rare  disease  patients  were  literally  being 
"orphaned,"  by  doctors,  researchers,  pharmaceutical  and  biotechnology  firms,  and 
even  our  government.  You  see,  no  one  would  "adopt"  our  diseases  because  so  few 
people  had  them.    It  was  not  profitable  for  pharmaceutical  companies  to  manufacture 
treatments.  Since  pharmaceutical  companies  would  not  manufacture  treatments, 
scientists  were  not  interested  in  spending  years  researching  a  treatment  that  may 
never  make  it  to  market. 

Mr.  Chairman,  we  were  literally  left  with  little  or  no  hope.  No  one  was  willing  to 
help.    Finally,  Mr.  Chairman,  you  decided  to  help  the  orphan  disease  community  by 
giving  us  hope  and,  if  not  guaranteeing  adoption,  then  at  least  providing  a  foster 
home.  The  Orphan  Drug  Act  was  passed,  and  gave  millions  of  profoundly  desperate 
patients  the  hope  that  they  so  desperately  needed. 
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Mr.  Chairman,  in  our  opinion,  tlie  Orphan  Drug  Act  is  the  most  significant  piece 
of  health  care  legislation  in  the  last  two  decades.  The  Orphan  Drug  Act  provides 
economic  incentives  to  entice  manufacturers  to  develop  otherwise  unprofitable  drugs 
for  rare  diseases.  Under  the  Act,  companies  receive  a  50%  tax  credit  for  clinical 
research  costs  incurred  to  develop  an  orphan  drug,  and  seven  year  exclusive 
marketing  monopoly  for  that  product. 

This  Act  has  been  enormous/y  successful,  but  not  immediately.  In  fact,  there  was 
not  an  immediate  rush  to  adopt  our  diseases  and  our  treatments  because  the  original 
Act  required  a  company  to  affirmatively  show  that  it  was  unlikely  to  recover  its  R&D 
and  manufacturing  costs.  It  was  impossible  to  document  this  before  a  drug  was 
developed.  Moreover,  this  did  not  apply  to  drugs  with  patents.  Amendments  in  1984 
and  1985  modified  these  disincentives  by  granting  orphan  drug  status  to  any  drug 
designated  for  a  disease  affecting  fewer  than  200,000  Americans,  patentable  or  not, 
and,  by  removing  the  requirement  to  demonstrate  in  advance  that  the  drug  was 
unlikely  to  recover  its  costs.    With  those  changes,  the  rush  was  on. 

In  fact,  in  the  ten  years  prior  to  the  enactment  of  the  law,  only  ten  orphan  products 
were  developed  by  the  drug  industry.  In  the  eleven  years  since,  more  than  500 
orphan  drugs  have  been  designated  by  the  FDA  and  104  have  been  approved  for 
marketing. 


79 


However,  almost  as  soon  as  the  1985  amendments  passed,  the  integrity  of  the  Act 
was  dramatically  challenged  by  a  few  opportunistic  companies.  A  few  Daddy 
Warbucks  decided  to  seek  orphan  drug  designations  for  very  lucrative 
pharmaceuticals  and  biologies  using  provisions  of  the  Act  to  secure  a  seven-year 
monopoly  which  would  prevent  competition.  With  no  competition  they  could  charge 
any  imaginable  price  for  these  products.    The  amendments  also  opened  the  door  to 
what  we  describe  as  "salami  slicing,"  where  a  company  takes  a  prevalent  disease  like 
cancer  and  slices  it  down  to  the  rarest  subcategory  of  disease  in  order  to  qualify  under 
the  200,000  patient  limit.  In  this  manner,  they  could  prevent  competition  and  charge 
extraordinary  prices  for  seven  full  years  while  they  knew  very  well  that  their  market  for 
the  drug  was  actually  quite  large. 

In  other  words,  highly  lucrative  and  profitable  drugs  with  sales  in  the  hundreds  of 
millions  of  dollars  were  positioned  as  "orphan"  drugs  by  their  manufacturers  in  order  to 
get  the  govemment  to  subsidize  their  research  and  development  costs  through  tax 
credits  and  to  protect  them  against  competition.  Obviously  such  lucrative  drugs  would 
have  been  developed  without  the  Orphan  Drug  Act,  and  the  financial  incentives 
designed  to  bolster  development  of  unprofitable  drugs  were  used  for  purposes  that 
Congress  never  intended. 

Mr.  Chairman,  it  was  at  this  point  we  began  the  arduous  battle  to  amend  the  Orphan 
Drug  Act.  Those  in  Congress  who  knew  how  important  the  Orphan  Drug  Act  is  to 
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humanity,  began  to  questions  how  the  loopholes  could  be  closed  and  how  the  Act 
could  be  reverted  to  its  original  purpose.  For  even  though  many  long  sought 
treatments  began  to  emerge  from  the  research  pipe  line,  some  of  them  were 
unaffordable.     Patients  were  selling  everything  they  owned  to  save  their  lives.  They 
were  losing  their  jobs  because  their  insurance  costs  were  too  burdensome  on  their 
employers.  Some  refused  treatments  out  of  fear  they  would  reach  the  lifetime  cap  on 
their  insurance  policies  and  leave  their  families  destitute. 

The  very  future  of  the  Orphan  Drug  Act  was  brought  into  question  because  the 
integrity  of  the  Act  had  been  violated. 

Amendments  to  the  Act  were  introduced  in  1990.  These  amendments  would  have 
closed  the  loopholes  used  by  the  few  "Daddy  Warbucks"  by  allowing  competition  on 
the  market  who  had  been  simultaneously  developing  similar  products.  As  you  know, 
the  amendments  were  passed  by  the  Congress,  but  not  without  controversy.  The 
biotech  industry  was  divided,  and  the  PMA  had  steadfastly  opposed  the  amendments, 
as  they  had  opposed  the  original  Orphan  Drug  Act.  And,  apparently  President  Bush 
agreed  with  the  industry,  because  he  vetoed  the  Amendments  on  the  advice  of  the 
Vice-President's  Council  for  Competitiveness. 

We  tried  again  in  1992.  This  time  we  sought  to  establish  a  sales  trigger  that,  once 
reached,  would  have  removed  an  orphan  drug's  monopoly  status  and  promoted 
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competition.    The  bill  made  it  to  the  floor  of  the  Senate  during  the  final  hours  of  the 
legislative  session,  but  was  killed  --  not  because  one  Senator  disagreed  with  the  bill, 
but  because  he  had  a  personal  vendetta  with  one  of  the  sponsors.  The  bill  was  not 
even  considered  in  the  house. 

This  "sales  trigger"  concept  would  enable  any  drug  that  met  the  statute's  population 
requirements  to  obtain  an  orphan  drug  designation,  and  achieve  tax  credits  and 
exclusivity.  But  once  the  drug's  sales  indicated  that  it  was  no  longer  a  "drug  of  limited 
commercial  value,"  it  would  lose  its  exclusivity  and  stand  on  its  own  in  the  free  market 
and  compete  like  other  phanmaceuticals. 

So.  here  we  are  again  --  this  time  at  a  point  in  history  where  health  care  reform  is 
finally  high  on  the  govemment's  agenda.  Mr.  Chairman,  we  could  simply  wait  for 
Congress  to  pass  a  health  care  reform  bill  that  includes  a  drug  benefit  and  we  patients 
would  no  longer  have  to  worry  about  the  high  costs  of  our  drugs.  The  government 
would  have  to  worry  about  it.  We,  of  course  would  have  to  pay  higher  taxes,  but  no 
one  family  would  be  burdened  with  the  $350,000  a  year  that  one  company  charges  for 
its  orphan  drug.  But  quite  honestly  Mr  Chairman,  we  cannot  hold  our  breath  for  health 
care  reform.  Congress  has  promised  to  reform  our  health  care  system  since  I  was  a 
child,  and  every  day  that  goes  by  makes  me  wonder  if  anything  like  true  reform  will 
ever  be  enacted  in  my  grandchildren's  lifetimes.  We  literally  are  seeing  reform  unravel 
before  our  very  eyes.  Even  universal  coverage  ~  the  most  important  aspect  of  reform 


82 


and  the  one  that  seems  to  have  the  most  support  outside  the  beltway  --  seems  to  be 
in  jeopardy.  Mr.  Chairman,  we  cannot  afford  to  wait  for  something  that  may  never 
happen,  or  if  it  does,  risks  the  same  fate  as  Medicare  Catastrophic  reform  which  also 
covered  phamiaceutical  reimbursement. 

That  is  why  we  are  here  today.  We  want  a  solution,  and  in  an  attempt  to  make  the 
free  market  work  we  believe  HR  4160  will  promote  competition  when  it  is  warranted, 
and  prevent  competition  for  the  true  orphan  drugs.    This  bill  is  a  true  compromise 
between  consumers,  industry  and  government.  These  amendments  will  work,  and  we 
urge  you  to  enact  them  quickly  so  that  stability  will  return  to  the  orphan  drug  arena. 

HR  4160  would  grant  an  orphan  drug  a  four  year  exclusivity.  At  the  end  of  the  four 
years,  the  company  could  apply  to  the  Secretary  of  Health  and  Human  Services  for  an 
additional  three  years  if  the  drug  has  demonstrated  it  is  a  true  orphan.  This  means  it 
is  a  drug  with  limited  commercial  potential,  for  a  small  patient  population  and  it  is  not 
being  sold  to  larger  patient  populations  for  unlabeled  indications. 

The  amendments  would  also  allow  a  company  to  obtain  marketing  approval  for  a  drug 
during  another  company's  exclusive  marketing  period  if  the  company  could  show  that 
it  researched  and  developed  its  drug  simultaneously  with  the  first  company.  In  a  case 
such  as  Human  Growth  Hormone,  for  example,  where  five  companies  were 
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developing  the  same  drug  simultaneously,  four  of  the  companies  would  not  lose  their 
investment  as  they  do  now  under  the  "winner  take  all"  environment  of  the  current  law. 

In  order  to  receive  orphan  designation,  a  sponsor  would  have  to  show  that  its  drug's 
disease  population  is  under  200,000  people,  based  not  only  on  the  data  at  the  time 
the  request  for  orphan  designation  is  made,  but  also  based  on  projections  of  the 
population  three  years  after  the  request.  If  at  any  time  during  the  period  of  exclusive 
marketing  the  population  exceeds  200,000  Americans,  other  companies  would  be  able 
to  seek  and  obtain  marketing  approval.  Obviously,  this  provision  applies  to  contagious 
diseases  because  other  conditions  (such  as  genetic  diseases)  do  not  expand 
meaningfully  over  a  period  of  a  few  years. 

Finally,  the  bill  establishes  an  Office  for  Orphan  Disease  and  Conditions  that  would 
replace  the  existing  Orphan  Products  Board  and  coordinate  federal  orphan  disease 
activities.  An  1 1  -member  advisory  committee  would  be  created  to  advise  the  office, 
with  five  representatives  from  organizations  of  persons  with  rare  diseases  or 
conditions,  three  research  scientists,  and  three  "representatives  of  health-related 
companies."  This  office  represents  the  primary  recommendation  of  the  National 
Commission  on  Orphan  Diseases  (1989),  which  found  that  coordination  of  rare 
disease  research  activities  is  sorely  needed,  and  under  present  circumstances  such 
activities  are  wasteful  and  inefficient. 
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Although  this  bill  is  a  compromise,  it  apparently  is  not  without  controversy.  In  fact, 
during  mark-up  of  the  Senate  version,  Senator  Dodd  from  my  home  state  of 
Connecticut  said  he  felt  as  if  the  industry  were  throwing  up  its  hands  and  simply  giving 
up  on  fighting  the  orphan  drug  amendments  in  light  of  the  demands  of  the  health  care 
reform  debate. 

f^r.  Chairman,  I  sincerely  believe  this  to  be  untrue.  We  have  been  working  with 
members  of  the  industry  to  see  what  level  of  legislation  could  be  passed  that  would 
not  discourage  further  research  and  development  in  the  biotech  industry.  We  want  the 
industry  to  do  well,  because  the  better  they  do,  the  more  treatments  we  are  likely  to 
have. 

For  years  NORD  and  the  Association  of  Biotech  Companies  (ABC),  which  represented 
the  smaller,  more  vulnerable  firms,  were  on  opposite  sides  of  the  court  from  PMA  and 
the  Industrial  Biotechnology  Association  (IBA),  which  represented  the  larger  biotech 
firms,  including  those  companies  that  perpetrated  the  most  egregious  abuses  of  the 
Orphan  Drug  Monopoly.  But  today  NORD  and  the  Biotechnology  Industry 
Organization  (BIO),  which  represents  the  entire  biotech  industry  come  together  in 
support  of  these  amendments.  These  amendments  are  the  first  step  toward  health 
care  reform  and  show  that  compromise  is  possible  if  everyone  will  give  a  little.  The 
truth  is,  t^r.  Chairman,  we  need  the  industry  and  they  need  us;  a  healthy  industry  is 
the  best  guarantee  for  the  health  of  patients. 
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These  amendments  will  provide  the  industry  with  the  incentives  they  need  to  continue 
to  research  and  develop  orphan  drugs,  while  protecting  the  consumer  from  phce 
gouging.  It  will  not  control  prices  of  new  drugs.  The  law  simply  provides  that  a 
mature  and  very  profitable  product  no  longer  needs  the  protection  of  the  federal 
govemment,  and  free  market  forces  should  be  utilized  to  guarantee  fairness  to 
consumers.  Like  a  parent  who  has  raised  an  adolescent  to  maturity,  there  comes  a 
time  when  the  grown  child  is  expected  to  stand  on  its  own  even  if  it  must  be  ejected 
from  the  nest. 

When  an  orphan  drug  is  earning  annual  sales  equivalent  to  blockbuster  drugs  for  large 
patient  populations,  there  is  no  need  to  continue  protecting  it  from  competition.  It  is 
competition  \ha\  has  made  our  American  economy  the  envy  of  the  world,  and  it  is 
competition  that  has  made  American  industries  healthy.  But  if  an  orphan  drug 
manufacturer  wishes  to  prevent  competition,  he  can  make  smaller  profits  over  a  longer 
period  time  because  under  this  amendment  the  Secretary  of  HHS  can  extend 
exclusivity  for  drugs  that  are  reasonably  profitable. 

One  thing  I  would  add,  Mr.  Chairman,  is  that  FDA  should  be  instructed  to  begin 
processing  the  NDA's  of  would-be  competitors  of  the  blockbusters  well  in  advance  of 
the  termination  of  their  orphan  drug  exclusivity.  In  the  case  of  human  growth 
hormone,  for  example,  only  one  company's  competing  product  has  been  approved  to 
date.  Three  companies  who  have  been  blocked  from  the  market  since  1985  are 
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experiencing  unreasonable  bureaucratic  delays  while  patients  continue  to  pay  $30,000 
per  year  for  this  drug. 

James  Bryce,  a  former  ambassador  to  the  United  States  from  Great  Britain,  said, 
"Law  will  never  be  strong  or  respected  unless  it  has  the  sentiment  of  the  people 
behind  it."  These  amendments  have  the  support  of  the  people  --  the  people  who  are 
the  consumers,  the  people  who  run  the  businesses,  and  the  people  who  serve  in  our 
government.  These  amendments  will  restore  the  strength  to  the  Orphan  Drug  Act  and 
reinstate  the  original  intent  of  Congress.  We  urge  this  committee  to  support  these 
amendments  and  to  bring  us  one  step  closer  to  true  health  care  reform. 
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Mr.  Waxman.  Mr.  Wiggans. 

STATEMENT  OF  THOMAS  WIGGANS 

Mr.  Wiggans.  Good  morning,  Mr.  Chairman.  My  name  is  Tom 
Wiggans,  and  I  have  just  been  named  the  president  and  chief  exec- 
utive officer  of  a  company  called  Connective  Therapeutics  in  Palo 
Alto,  California.  I  appreciate  the  opportunity  to  testify  this  morn- 
ing on  behalf  of  the  Biotechnology  Industry  Organization. 

I  am  also  pleased  to  be  testifying  with  Abbey,  representing  the 
National  Organization  of  Rare  Disorders.  The  Orphan  Drug  Act 
and  the  success  in  developmg  drugs  in  curing  orphan  diseases  is 
due  in  large  part  certainly  to  the  efforts  of  this  subcommittee  but 
certainly  to  the  efforts  personally  of  Abbey  over  the  last  15  years. 
I  respect  her  work  with  the  rare  disease  community. 

And  I  am  delighted,  finally,  that  BIO  and  NORD  are  in  agree- 
ment on  amendments  to  the  Orphan  Drug  Act.  BIO  and  its  mem- 
ber companies  want  to  work  closely  with  NORD  and  other  vol- 
untary health  organizations  to  continue  the  research  and  develop- 
ment of  orphan  diseases. 

My  new  company,  Connective  Therapeutics,  is  a  brand-new  bio- 
technology company  whose  first  product  is  a  classic  orphan  drug, 
a  product  which  did  not  show  clinical  effectiveness  in  its  first  indi- 
cation and  was  essentially  shelved  by  the  original  developer.  How- 
ever, that  product  has  now  been  shown  to  hold  considerable  prom- 
ise for  the  treatment  of  scleroderma,  a  very  rare  debilitating  condi- 
tion of  the  skin  and  connective  tissue,  a  condition  which  almost  al- 
ways continues  to  worsen  and  almost  always  results  in  death. 

The  original  company  had  the  willingness  and  the  foresight  to 
make  this  compound  available  to  the  new  company,  the  new  com- 
pany's scientific  founders  and  investors  who  are  willing  to  invest 
money  to  allow  human  clinical  trials  to  begin. 

This  product  will  enter  human  clinical  trials  this  year,  after  the 
effective  date  of  the  legislation,  so  it  will  be  covered  by  the  amend- 
ed act.  I  am  very  well  aware  of  the  terms  of  the  amendments,  and 
I  am  confident  that  the  product  can  be  developed,  can  be  marketed 
successfully  under  those  terms.  I  am  equally  confident  that  the 
amended  incentives  will  work  for  Connective  Therapeutics,  they 
will  work  for  scleroderma  patients,  our  investors  and  myself  and 
my  family.  I  have,  I  believe  to  a  large  degree,  bet  my  career  on 
your  amendments. 

Although  the  story  of  Connective  Therapeutics  is  a  classic  and 
exciting  biotechnology  orphan  drug  story,  it  is  a  story  that  has  been 
happening  less  frequently  over  the  past  few  years.  Uncertainty 
over  possible  changes  in  the  Orphan  Drug  Act  have  made  compa- 
nies and  investors  hesitant  to  risk  and  invest  in  risky  development 
programs. 

Recently,  this  uncertainty  has  been  compounded  over  the  uncer- 
tainty over  health  care  reform,  how  innovative  products  could  be 
penalized,  and  this  has  forced  further  reductions  in  investment 
capital  and  a  hesitancy  to  undertake  risky,  long-term,  high-cost  de- 
velopment programs. 

These  multiple  levels  of  uncertainty  are  undermining  biotech  re- 
search in  general  and  have  been  undermining  orphan  drug  re- 
search specifically. 
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As  we  all  know,  uncertainty  over  the  act  has  been  ongoing  and 
controversy  over  the  act  has  been  ongoing  for  the  past  7  years.  I 
have  been  involved  in  the  debate  over  the  proper  way  to  improve 
orphan  drug  development  while  maintaining  incentives,  and  I 
know  that  many  people  here  today  have  also  participated  in  that 
debate. 

Several  years  ago,  I  testified  before  this  subcommittee  that  the 
act  would  be  strengthened  if  blockbuster  drugs  were  removed  from 
it.  Others  at  that  same  committee  hearing  argued  with  equal  pas- 
sion that,  in  fact,  incentives  should  be  strengthened.  This  commit- 
tee is  to  be  congratulated  on  reaching  a  compromise  that  has  the 
support  of  the  biotechnology  industry  and  the  patient  groups. 

I  am  here  today  to  express  my  support  and  BIO's  support  for  the 
amendments  which  have  been  proposed,  and  we  urge  the  sub- 
committee to  report  them  favorably  to  the  full  committee. 

BIO  supports  the  proposal  which  has  also  been  made  to  provide 
a  safe  harbor  for  companies  seeking  an  additional  3  years  market 
exclusivity  beyond  the  initial  4  years.  The  proposal  would  ensure 
that  orphan  drugs  which  do  not  exceed  a  sales  amount  set  by  the 
Secretary  of  HHS  in  regulations  would  automatically  qualify  for  3 
years  of  exclusivity.  This  safe  harbor  would  enable  companies  de- 
veloping true  orphans  with  limited  commercial  potential  to  plan  for 
7  years  of  market  exclusivity,  not  4.  Orphan  drugs  which  do  not 
meet  that  sales  standard  could  still  qualify  for  an  additional  3 
years,  depending  on  other  factors  to  be  determined. 

We  are  here  today  to  express  our  commitment  to  continuing  or- 
phan drug  development  and  express  our  relief  that  at  least  part  of 
the  uncertainty  surrounding  innovative  drug  development  has  or 
may  be  removed.  The  biotechnology  industry  and  Connective 
Therapeutics  are  committed  to  developing  orphan  drug  products, 
and  we  understand  the  critical  issue  of  ensuring  that  patients  with 
rare  diseases  continue  to  have  access  to  the  right  lifesaving  thera- 
pies that  our  industry  can  develop.  We  are  committed  to  maintain- 
ing and  expanding  the  programs  that  have  provided  access. 

At  the  same  time,  we  need  to  ensure  that  companies  which  man- 
age to  develop  successful  and  effective  therapy  receive  a  sufficient 
rate  of  return  on  their  innovation  and  the  investment  that  has 
been  made.  If  the  investors  are  not  satisfied,  drug  development  will 
stop. 

Finally,  we  must  ensure  that  orphan  drugs  receive  rapid  review 
at  FDA.  The  framework  that  the  act  has  created  and  the  commit- 
ment of  companies  to  develop  orphan  drug  products  must  be  com- 
pleted by  a  rapid  FDA  review  in  order  to  make  sure  that  these 
products  are  delivered  to  the  consumer  as  quickly  as  possible,  and 
subsequent  products  should  also  be  approved  rapidly. 

The  amendments  that  are  being  considered  today  provide  a 
shorter  period  of  exclusivity  and,  therefore,  potentially  more  com- 
petition for  products  which  turn  out  to  have  a  substantial  market 
potential.  The  exclusivity  granted  by  these  amendments  should  not 
artificially  be  extended  by  FDA  delays. 

In  conclusion,  the  unique  methods  of  biotechnology,  which  focus 
on  genetic  and  molecular  bases  of  disease,  make  biotechnology  com- 
panies especially  capable  of  developing  treatments  and  cures  for 
rare  genetic  and  metabolic  disorders.  These  capabilities  and  the  in- 
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centives  of  the  Orphan  Drug  Act  have  resulted  in  biotech  compa- 
nies devoting  a  substantial  amount  of  their  research  and  their  re- 
sources to  developing  orphan  drug  products.  Thousands  of  patients 
have  already  benefited,  and  we  are  confident  that  hundreds  of 
thousands  more  will  benefit  as  these  products  continue  to  be  devel- 
oped. 

Thank  you  again  for  permitting  me  to  testify. 

Mr.  Waxman.  Thank  you  very  much,  Mr.  Wiggans,  all  three  of 
you,  for  your  testimony. 

[Testimony  resumes  on  p.  110.] 

[The  prepared  statement  of  Mr.  Wiggans  follows:] 
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TESTIMONY  OF  THOMAS  WIGGANS, 

PRESIDENT  AND  CEO  OF  CONNECTIVE  THERAPEUTICS, 

TESTIFYING  ON  BEHALF  OF  THE 

BIOTECHNOLOGY  INDUSTRY  ORGANIZATION 

BEFORE  THE 

SUBCOMMTTTEE  ON  HEALTH  AND  THE  ENVIRONMENT 

HOUSE  ENERGY  AND  COMMERCE  COMMITTEE 

JUNE  16,  1994 


Good  morning.   My  name  is  Tom  Wiggans  and  I  have  just  been  named  as  President  and 
CEO  of  Connective  Therapeutics,  a  biotechnology  company  based  in  Palo  Alto,  California 
developing  products  to  treat  diseases  of  the  skin  and  connective  tissues. 

Connective  Therapeutics  is  a  new  biotechnology  company  whose  first  product  is  a 
classic  orphan  drug.   It  is  a  product  which  did  not  show  clinical  effectiveness  in  its  first 
indication  in" research  by  a  major  pharmaceutical  company.   That  product,  however,  has  now 
been  shown  to  hold  great  promise  for  the  treatment  of  scleroderma,  a  rare,  debilitating  and 
untreatable  condition  affecting  skin  connective  tissue  and  a  condition  which  almost  always 
continues  to  worsen  and  result  in  death.   The  original  developer  of  this  product  had  the 
willingness  and  foresight  to  make  its  compound  available  to  my  new  company  and  it  was 
willing  to  provide  initial  funding  to  allow  human  clinical  testing  of  it.   What  we  have  my 
new  company  is  an  exciting  and  classic  story  about  the  biotechnology  industry  and  orphan 
drug  research. 

The  product  will  enter  human  clinical  trials  later  this  year,  so  it  would  be  covered  by 
the  proposed  amendments  to  the  Orphan  Drug  Act.   I  believe  that  the  amended  Act  will 
provide  sufficient  incentives  to  justify  the  risk  that  I  am  taking  with  this  new  company.   I  am 
very  well  informed  about  the  incentives  which  will  apply  to  this  research  under  the  Orphan 
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Drug  Act  and  I  am  confident  that  my  new  position  with  Connective  Therapeutics  is  an 
exciting  career  opportunity  for  me  and  my  family. 

From  1992  to  1994  I  served  as  Chief  Operating  Officer  of  CytoTherapeutics,  a 
biotechnology  company  based  in  Providence,  Rhode  Islands,  which  is  developing  cell 
transplantation  technology  for  the  treatment  of  serious  central  nervous  system  diseases,  such 
as  Parkinson's  and  Alzheimer's.   Prior  to  that  I  was  President  of  Serono  Laboratories  and 
Managing  Director  of  its  subsidiary  in  the  United  Kingdom.    I  have  a  BS  in  Pharmacy  from 
the  University  of  Kansas  and  an  MBA  from  Southern  Methodist  University.    I  am  married 
and  have  two  adorable  daughters. 

I  am  testifying  here  today  on  behalf  of  the  Biotechnology  Industry  Organization  (BIO), 
the  international  trade  organization  to  serve  and  represent  the  emerging  biotechnoJogjT    - 
industry  in  the  United  States  and  around  the  globe.   As  the  leading  voice  for  the 
biotechnology  industry,  BIO  represents  over  500  companies  of  all  sizes  engaged  in  the 
development  of  products  and  services  in  the  areas  of  agriculture,  biomedicine,  diagnostics, 
food,  energy  and  environmental  applications,  as  well  as  biotechnology  centers  and  other 
organizations  engaged  in  biotechnology. 

At  BIO,  I  have  served  as  a  member  of  the  Governing  Body  of  the  Emerging  Company 
Section,  which  ensures  that  the  interests  of  smaller  companies  are  fuUy  represented  within 
BIO.   Prior  to  the  formation  of  BIO  on  July  1,  1993,  I  served  as  President  of  the  Association 
of  Biotechnology  Companies  (ABC),  which  along  with  the  Industrial  Biotechnology 
Association  merged  to  form  BIO,  a  merger  which  I  helped  to  negotiate. 

I  am  pleased  to  be  here  testifying  with  Abbey  Meyer  of  the  National  Organization  for 
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Rare  Disorders  (NORD).   I  have  worked  closely  with  Abbey  over  the  years  and  recently  had 
the  honor  of  serving  as  the  master  of  ceremonies  for  NORD's  dinner  here  in  Washington. 
The  Orphan  Drug  Act,  and  the  success  in  treating  and  curing  orphan  diseases,  is  due  in  large 
part  to  the  efforts  of  Abbey  and  NORD. 

I  respect  Abbey's  work  with  the  rare  disease  community  and  am  delighted  that  BIO  and 
NORD  are  in  agreement  on  amendments  to  the  Orphan  Drug  Act.    BIO  and  its  member 
companies  want  to  work  closely  with  NORD  and  other  voluntary  health  organizations  on 
research  and  development  of  therapies  for  orphan  diseases. 

BIOTECHNOLOGY  INDUSTRY  OVERVIEW 

Let  me  begin  with  a  brief  overview  of  the  U.S.  biotechnology  industry  and  our  research 
into  orphan  thseases  as  well  as  other  conditions.  "'-' 

The  biotechnology  industry  consists  of  approximately  1 ,300  companies,  of  which  235 
are  publicly  traded.    Approximately  525  of  these  are  biotherapeutic  companies  and  344  are 
diagnostic  biotech  companies.   Ninety-nine  percent  of  the  companies  in  this  industry  have 
500  or  fewer  employees  and  less  than  1  %  are  profitable.   The  industry  currendy  employs 
over  100,000  people  in  high-skill,  high-wage  jobs,  a  23  percent  increase  over  1992.   The 
biotech  industry  had  revenues  last  year  of  $10  billion,  a  20  percent  increase  over  1992. 
Finally,  there  was  a  net  loss  of  $3.6  billion  in  1993,  an  increase  in  losses  of  6  percent  over 
1992.   The  biotechnology  industry,  in  fact,  has  never  had  a  profitable  year. 

The  biotechnology  industry  is  one  of  the  most  research  intensive  industries  in  the  history 
of  civilian  manufacturing,  based  on  a  per  employee  basis.   In  a  1993  survey  by  Business 
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Week'  seven  of  the  top  ten  firms  in  the  U.S.  in  terms  of  research  expenditures  per  employee 
were  biotechnology  companies  -  Biogen  ($178,168  per  employee),  Genentech  ($115,893), 
Centocor  ($105,291),  Amgen  ($78,072),  Chiron  ($76,554),  Genetics  Institute  ($66,572),  and 
Jmmunex  ($55,034).   On  average  biotech  firms  spend  $59,000  per  employee  on  research. 
The  U.S.  corporate  average  was  $7,106.  Ernst  &  Young  reports  that  biotechnology 
companies  spent  $5.7  billion  on  research  in  1993,  a  14  percent  increase  over  1992^ 
Genzyme  and  Amgen,  two  of  our  member  companies,  raised  $328  and  $406  million, 
respectively,  in  equity  before  they  brought  their  first  products  to  market.    In  addition, 
Genentech  has  spent  $1.6  billion  on  R  &  D  and  has  four  basic  products  on  the  market.  ^ 

The  long  odds  against  a  product  making  it  past  the  scientific  risks  and  the  regulatory 
process  make  it  difficult  for  companies  in  the  biotechnology  industry  to  convince  investors  to 
invest  in  their  company.   Investing  in  the  biotechnology  industry  is  risky.   That  is  why  it  is 
important  to  demonstrate  to  investors  that  potential  rewards  are  commensurate  with  the  risks. 

Biotechnology  companies  were  able  to  raise  a  total  of  $2.8  billion  in  the  capital  markets 
in  1993,  compared  with  $2.5  billion  in  1992.   However,  if  you  look  closer  at  these  figures, 
you  will  understand  why  only  segments  of  the  market  were  open  and  that  the  cost  of  capital 
increased.    A  significant  portion  of  the  money  that  was  raised  last  year  was  in  the  form  of 
private  placements.   Taken  together,  venture  capital  firms,  instituticras  and  even  individuals    . 


'  Peter  Coy  et  al.  "In  the  Labs,  the  Fight  to  Spend  Less,  Get  Mote."  Business  Week,  (June  28, 1993),  102-127. 

^Emst  &  Young.  Biotech  94  Long  Term  Value  Short  Term  Hurdles.  Eighth  Annual  Report  on  the  Biotech 
Industry.  VHI  (1993). 
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came  up  with  a  full  40  percent  of  all  monies  flowing  to  biotech  in  1993^    Venture  capital 
and  private  placements  are  usually  seed  money  that  allow  companies  to  begin  their  research. 
When  a  venture  capitalist  invests  in  a  company,  he/she  is  investing  in  the  science  of 
biotechnology.    As  a  company  gets  close  to  commercialization  of  a  product,  it  usually  must 
"go  public"  to  raise  funds  firom  shares  traded  on  the  NASDAQ,  NYSE  or  AMEX  stock 
exchanges.    Public  investors  are  investing  based  on  their  belief  that  an  individual  company 
will  be  successful.   The  public  stock  market  is  the  only  place  that  they  can  go  to  raise  the 
enormous  amounts  of  money  that  are  needed  to  commercialize  a  product. 

Public  financing  was  especially  difficult  for  biotechnology  companies  in  1993.   The 
American  Stock  Exchange  Biotechnology  Index  lost  32.6  percent  last  year.   These  difficulties 
are  further  displayed  by  figures  comparing  1993  to  1992  in  terms  of  total  public  offerings 
-  and  initial  public  offerings  (IPOs).  The  average  deal  size  of  public  offerings  in  1993  was 
down  to  $23  million,  from  $28.2  million  in  1992.   IPOs  were  down  to  $22  million  in  1993, 
compared  with  $26  million  in  1992*.   Several  public  biotech  companies  were  forced  to  do 
Private  Investment  in  Public  Equity  (PIPE)  financings,  deals  where  public  companies  sell 
stock  to  private  investors  at  a  discount  to  their  current  stock  price.   According  to  many  press 
accounts,  public  investors  were  scared  by  the  de  facto  price  controls  in  the  Administration's 
health  care  plan  because  they  feared  that  some  widely  discussed  points  of  health  care  reform 
would  mean  that  they  would  not  recoup  their  investment  in  a  company  that  was  close  to 
bringing  a  product  to  market. 


'Van  Bnint,  Jennifer.  "1993  Tops  Out  at  $2.9  Billion  -  and  It's  Still  Coming,"  BioWorld  Financial  Watch, 
1  (January  10,  1994). 

^Feinstein  Partners  Incorporated,  January  19,  1994. 
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The  biotech  industry  is  in  a  critical  stage  of  development  and  research.    There  are  less 
than  30  biotech  medicines  that  have  been  approved  for  sale  in  the  U.S.  by  the  Food  and 
Drug  Administration  (FDA).   Nearly  three  hundred  biotech  therapeutics  and  cures  are  now  in 
human  clinical  trials.    According  to  Ernst  and  Young,  two  thousand  potential  therapies  and 
cures  are  in  early  development  stages'   Now  is  the  time  when  the  biotech  industry  needs 
increasing  amounts  of  capital  to  bring  these  products  to  market  where  they  can  improve  our 
quality  of  life. 

According  to  a  report  by  Dr.  Robert  Goldberg  of  the  Gordon  Public  Policy  Center  at 
Brandeis  University,  fiilly  75  percent  of  biotechnology  companies  have  2  or  less  years  of 
capital  left.   Dr.  Goldberg  also  recently  completed  a  companion  report  measuring  venture 
capital  investment  in  the  biotechnology  industry.    One  of  the  report's  findings  was  that  most 
of  the  venture  capitalists  surveyed  would  invest  less  money  into  the  biotech  industry  overall 
as  a  result  of  price  control  concerns.   BIO  has  conducted  a  survey  of  member  companies 
conducting  AIDS  research  and  one  of  member  companies  conducting  cancer  research,  and 
both  showed  that  a.  lack  of  investment  in  the  industry  has  led  to  cutbacks  in  research  for 
those  diseases.    Ernst  &  Young  reports  that  biotech  companies  are  raising  capital  now  at  25 
percent  of  their  bum  rate  (the  rate  at  which  capital  is  being  expended.)   As  has  already  been 
mentioned,  there  are  approximately  1,3(X)  U.S.  biotechnology  companies.   That  means  that  a 
staggering  975  companies  will  need  to  go  to  the  market  in  the  next  two  years  or  face  going 
out  of  business,  merging  or  selling  rights  to  a  larger  firm. 

The  United  States  currently  has  the  dominant  biotechnology  industry  when  compared 


'Ernst  &.  Young,  Biotech  94  l^ng  Term  Value  Short  Term  Hurdles.  Eighth  Annual  Report  on  the  Biotech 
Industry   28-31  (1993). 
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with  any  other  country  in  the  world.   Precisely  because  the  U.S.  is  preeminent  in  the  field  of 

biotechnology,  it  has  become  a  target  of  other  country's  industrial  policies.    In  1991,  the 

Office  of  Technology  Assessment  (OTA)  found  that  Australia,  Brazil,  Denmark,  France, 

South  Korea  and  Taiwan  (Republic  of  China)  all  had  targeted  biotechnology  as  an  enabling 

technology.   Furthermore,  in  1984,  the  OTA  identified.  Japan  as  the  major  potential 

competitor  to  the  United  States  in  biotechnology  commercialization.* 

The  OTA  also  identified  the  manner  in  which  Japan  had  targeted  biotechnology.   The 

report  stated, 

"In  1981,  the  Ministry  of  International  Trade  and  Industry  (MITI)  designated 
biotechnology  to  be  a  strategic  area  of  science  research,  marking  the  first  official 
pronouncement  encouraging  the  industrial  development  of  biotechnology  in  Japan. 
Over  the  next  few  years,  several  ministries  undertook  programs  to  fund  and  support 
biotechnology." 

One  of  the  Japanese  ministries,  the  Ministry  of  Health  and  Welfare  (MHW),  instituted  a 

policy  whereby  existing  drugs  would  have  their  prices  lowered,  while  allowing  premium 

prices  for  innovative  or  important  new  drugs,  thus  forcing  companies  to  be  innovative  and  to 

seek  larger  markets.^ 

It  is  widely  recognized  that  the  biotechnology  industry  can  make  a  substantial 

contribution  to  U.S.  economic  growth  and  improved  quality  of  life.    For  example: 

o      The  National  Critical  Technologies  Panel,  established  in  1989  within  the  White  House 


'U.S.  Congress.  Office  of  Technology  Assessment.  Biotechnology  in  a  Global  Economy  243  (October 
1991). 

'U.S.  Congress,  Office  of  Technology  Assessment.  Biotechnology  in  a  Global  Economy  244-245  (October 
1991). 
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Office  of  Science  and  Technology  Policy  by  an  Act  of  Congress,'  calls  biotechnology  a 
"national  critical  technology"  that  is  "essential  for  the  United  States  to  develop  to  further 
the  long-term  national  security  and  economic  prosperity  of  the  United  States."' 

o      The  private  sector  Council  on  Competitiveness  also  calls  biotechnology  one  of  several 
"critical  technologies"  that  will  drive  U.S.  productivity,  econoniic  growth,  and 
competitiveness  over  the  next  ten  years  and  perhaps  over  the  next  century.'" 

o      The  United  States  Congress'  Office  of  Technology  Assessment  calls  biotechnology  "a 
strategic  industry  with  great  potential  for  heightening  U.S.  international  economic 
competitiveness."   OTA  also  observed  that  "the  wide-reaching  potential  applications  of 
biotechnology  lie  close  to  the  center  of  many  of  the  world's  major  problems  — 
malnutrition,  disease,  energy  availability  and  cost,  and  pollution.    Biotechnology  can 
change  both  the  way  we  live  and  the  industrial  community  of  the  21st  century."" 

o      The  National  Academy  of  Engineering  characterizes  genetic  engineering  as  one  of  the 
ten  outstanding  engineering  achievements  in  the  past  quarter  century.  '^ 

The  competitiveness  of  the  U.S.  biotechnology  industry  means  that  U.S.  patients  with 
rare  disorders  have  hope.   It  means  that  they  can  look  to  American  biotech  companies  to 
develop  the  therapies  and  cures  which  will  ease  their  suffering. 


BIO  POSmON  ON  H.R.  4160 

BIO  member  companies  are  developing  a  substantial  number  of  the  orphan  drugs  in 
development.   This  means  that  the  Orphan  Drug  Act  is  an  issue  where  we  can  speak  with 
some  authority.   Based  on  the  experience  and  views  of  the  dozens  of  biotechnology 


'National  Competitiveness  Technology  Transfer  Act,  Pub.  L.  No.  101-189,  103  Stat.  1352  (42  U.S.C. 
§6681  et  seq.). 

'white  House  Office  of  Science  and  Technology  Policy,  Reiwrt  of  the  National  Critical  Technologies  Panel 
7  (1991). 

'"Cotmcil  on  Competitiveness,  Gaining  New  Ground:  Technology  Priorities  for  America's  Future  6  (1991). 

"      U.S.   Congress,  Office  of  Technology  Assessment.  New  Developments  in  Biotechnology:  U.S. 
Investment  in  Biotechnology-Special  Report  27  (July  1988). 

'^National  Academy  of  Engineering,  Engineering  and  the  Advancement  of  Human  Welffare:  10  Outstanding 
Achievements  1964-1989  2  (1989). 
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companies  that  are  developing  over  100  orphan  drugs,  on  March  25  the  BIO  Board  of 
Directors  endorsed  the  amendments  proposed  by  Chairman  Waxman  and  Congressman 
Studds,  H.R.  4160.   We  urge  this  subcommittee  to  report  the  legislation  promptly  to  the  fiill 
committee. 

BIO'S  position  on  this  legislation  was  set  with  full  consultation  of  the  BIO  membership. 
In  fact,  the  consultation  goes  back  to  a  Joint  Issues  Committee  set  up  by  the  Association  of 
Biotechnology  Companies  and  the  Industrial  Biotechnology  Association,  which  merged  to 
form  BIO.   The  position  the  new  organization  would  take  on  orphan  drug  amendments  was  a 
key  issue  in  the  merger  because  ABC  and  IBA  took  different  positions  on  previous  proposals 
to  amend  the  Orphan  Drug  Act. 

The  Joint  ABC/IBA  Issues  Committee  agreed  to  forward  proposed  amendments  to  the 
Orphan  Drug  Act  in  May  of  1993  after  many  months  of  deliberation.   The  Chairman  of  this 
committee  and  other  key  members  made  their  own  proposal  in  late  February  and  an 
agreement  was  reached  shortly  thereafter.   The  endorsement  of  the  current  legislation  by 
BIO's  Orphan  Drug  Task  Force  and  BIO's  Board  of  Directors  was  overwhelming  and  the 
legislation  was  introduced  in  early  March. 

We  believe  that  this  legislation  will  end  more  than  six  years  of  dissention  between 
industry  and  Congress  about  the  best  way  to  encourage  the  development  of  orphan  drugs. 
The  fact  that  it  is  endorsed  by  both  BIO,  which  represents  the  principal  producers  of  orphan 
drugs,  and  NORD,  which  represents  the  principal  consumers  of  orphan  drugs,  is  a  powerful 
statement. 

As  I  said  earlier  the  product  which  my  new  company.  Connective  Therapeutics,  seeks  to 
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develop  is  an  orphan  drug  and  it  will  enter  human  clinical  trials  later  this  year.    It  would  be 
covered  by  the  proposed  amendments  to  the  Orphan  Drug  Act.    I  believe  that  the  amended 
Act  will  provide  sufficient  incentives  to  justify  the  risk  that  I  am  taking  with  this  new 
company  and  that  this  is  an  exciting  career  opportunity  for  me  and  my  family.   I  am  not  just 
testifying,  I  am  relying  on  the  views  I  am  expressing  here,  personally  and  financially. 

RETROACnVITY  AND  A  SALES  TRIGGER 

The  proposed  amendments  do  not  apply  to  any  orphan  drugs  in  human  clinical  trials  as 
of  March  1,  1994,  or  currently  on  the  market  and  no  sales  cap  is  imposed.   These  are 
important  elements  of  this  legislation.  -r, 

Retroactivity  has  always  been  a  critical  issue  to  the  biotechnology  industry  and  this 
legislation  is  not  retroactive.   It  is  our  belief  that  this  legislation  will  end  the  uncertainty 
about  possible  enactment  of  retroactive  amendments  to  the  Orphan  Drug  Act.   This 
uncertainty  has  undermined  the  willingness  of  our  member  companies  to  conduct  orphan  drug 
research.   The  bill  provides  four  years  of  guaranteed  market  exclusivity,  which  our 
companies  can  rely  on  for  obtaining  a  return  on  their  research  and  development  efforts. 

Segments  of  the  biotechnology  industry  opposed  earlier  proposals  to  amend  the  Orphan 
Drug  Act  which  removed  market  exclusivity  rights  as  soon  as  the  sales  of  the  drug  exceed 
various  totals,  ranging  from  $150  million  to  $200  million.    These  proposed  amendments  do 
not  set  any  dollar  sales  cap  for  orphan  drug  status.   There  is  no  reference  in  the  legislation  to 
$150  or  $200  million  or  any  other  sales  figure. 

The  "sales  trigger"  approach  assumes  that  revenue  generated  from  sales  of  an  orphan 
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drug  and  profitability  are  equivalent.   They  are  not.    In  addition  to  the  substantial  research 
costs,  the  revenues  after  FDA  approval  also  need  to  cover  the  sizable  manufacturing  and 
marketing  expenses  associated  with  actually  delivering  the  drug  to  patients.    In  addition, 
revenues  must  cover  continued  investment  in  working  capital,  inventory,  capital  equipment 
and  facilities,  continued  R&D  to  support  the  product,  and  allowing  the  company  a  return  on 
its  investment.    In  fact,  very  few  companies  would  make  profits  before  surpassing  a  $200 
million  "sales  trigger." 

If  companies  cannot  generate  profits  from  orphan  drugs,  they  will  not  develop  them. 
Imposing  a  "sales  trigger,"  or  any  type  of  sales  or  price  control,  will  strongly  discourage 
orphan  drug  development  because  development  of  drugs  for  larger  markets  will  yield  a 
potentially  greater  return  on  investment. 

BIO  believes  that  the  Chairman's  proposed  amendments  to  the  Orphan  Drug  Act, 
without  any  retroactivity  or  sales  trigger,  represent  a  balanced  and  fair  compromise  on  the 
competing  interests  with  respect  to  orphan  drug  research.    As  I  have  said,  I  have  personally 
taken  the  risk  that  these  amendments  will  be  effective  as  they  will  apply  to  the  first  product 
of  the  company  with  which  I  have  just  taken  a  position.    My  support  for  the  amendments  is 
both  personal  and  intellectual. 

PROPOSED  SAFE  HARBOR  FOR  EXTENDED  EXCLUSIVITY 

We  understand  that  prxjposals  have  been  made  to  include  a  safe  harbor  which  would 
provide  a  guarantee  to  companies  developing  orphan  drugs  regarding  their  eligibility  to 
receive  an  extra  three  years  of  market  exclusivity.   BIO  supports  this  proposal. 
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The  proposal  would  make  it  clear  that  a  full  seven  years  of  market  exclusivity  would 
automatically  be  granted  to  a  company  for  an  orphan  drug  with  "limited  commercial 
potential,"  as  determined  under  regulations  of  the  HHS  Secretary,  on  the  basis  of  total  sales 
revenue  for  such  orphan  drug  during  the  four  year  period  of  exclusivity.   The  full  seven 
years  could  also  be  granted  based  on  factors  other  than  total  sales  revenue  identified  by  the 
Secretary.    Nothing  in  the  Chairman's  bill  addresses  the  issue  of  the  amount  of  total  sales 
which  might  be  found  by  the  Secretary  to  justify  an  extension  of  exclusivity  under  the  bill  as 
originally  drafted  or  under  this  amendment.   Again,  there  is  no  sales  trigger  in  the 
legislation.   The  Secretary  would  make  a  determination  of  an  amount  of  sales  which  would 
justify  an  automatic  three  year  extension.    Under  the  proposed  safe  harbor  whatever  amount 
is  determined  by  the  Secretary  in  his  or  her  regulations,  however,  would  automatically 
guarantee  an  extra  three  years  of  exclusivity  without  any  further  analysis.   No  other  factor 
would  have  to  be  present  for  the  extension  to  be  granted. 

Let  me  emphasize  that  firms  which  exceeded  this  sales  figure  could  still  qualify  for  the 
extra  three  years  of  exclusivity  based  on  other  factors  identified  by  the  Secretary.   So,  a  sales 
standard  would  be  sufficient,  but  an  extension  could  and  would  be  granted  to  others  based  on 
an  analysis  of  other  factors. 

The  consideration  of  factors  other  than  sales  is  critical  for  the  reasons  just  outlined 
regarding  a  sales  cap.   Any  sales  figure  fails  to  take  into  account  the  cost  of  manufacturing, 
R  and  D  costs,  distribution  costs,  capital  costs,  rate  of  return  for  investors  and  many  other 
critical  factors  which  determine  whether  the  product  has  limited  commercial  potential. 

BIO  will  participate  actively  in  the  HHS  rulemaking  proceeding  which  will  determine 
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what  sales  figure  would  justify  the  automatic  extension  of  market  exclusivity  and  what  other 
factors  might  be  considered  by  the  Secretary  for  an  extension  based  on  factors  other  than 
sales. 

BIO  believes  that  the  proposed  safe  harbor  will  increase  the  predictability  for  a  firm 
developing  an  orphan  drug  regarding  the  incentives  which  will  apply.   This  increased 
predictability  is  important  and  it  should  have  a  positive  impact  on  research  by  biotechnology 
companies  on  orphan  drugs. 

ACCESS  OF  PATIENTS  TO  ORPHAN  DRUGS 

BIO  and  the  biotechnology  industry  understand  the  critical  issue  of  ensuring  that  patients 
with  rare  diseases  have  access  to  the  life-saving  therapies  our  industry  can  create.   We  also 
need  to  ensure  that  the  companies  which  manage  to  develop  a  therapy  receive  a  sufficient 
rate  of  return  on  their  innovation  and  investment  so  that  they,  and  other  companies,  can 
satisfy  the  expectations  of  their  investors.   If  investors  are  not  satisfied,  then  additional 
therapies  will  not  be  developed. 

All  biotechnology  companies  that  are  selling  orphan  drugs  have  voluntarily  established 
programs  to  ensure  that  no  patient  is  denied  a  needed  drug  because  of  inability  to  pay. 
Patients  who  do  not  have  private  health  insurance  and  who  are  not  covered  by  Medicare  or 
Medicaid  are  usually  eligible.   As  many  as  10%  of  the  patients  receiving  some  biotech 
orphan  drugs  receive  the  product  under  these  programs.   The  cost  of  supplying  drugs  under 
these  programs  lowers  the  profitability  of  biotechnology  companies  but  ensures  patient  access 
to  important  new  drugs. 
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To  develop  drugs  for  those  orphan  diseases  for  which  we  have  no  effective  therapies 
and  curse,  we  need  a  market  that  encourages  innovation  and  risk-taking  and  rewards 
investors.    We  believe  that  the  health  care  market  works  when  breakthrough  drugs  are 
developed.   The  market  does  not  work  when  few  breakthrough  drues  are  developed.    How 
breakthrough  drugs  are  priced  once  they  are  developed  is  an  issue  only  if  the  drugs  are,  in 
fact,  developed. 

It  is  sometimes  said  that  U.S.  prices  for  drugs  are  higher  than  those  for  the  same  drugs 
abroad  and  that  the  U.S.  is  subsidizing  the  world's  research  on  medicines.   This  is  not  true 
for  biotech  medicines,'^  which  is  a  positive  measure  of  our  competitiveness  in  international 
markets  and  of  the  reasonableness  of  our  prices  in  the  United  States. 

A  1992  study  by  the  investment  bank  Robertson  Stephens  and  Company  compares 
international  prices  for  the  leading  biotech  drugs  in  the  U.S.  and  Japan.   It  shows  that  the 
prices  of  these  drugs  tends  to  be  much  higher  in  Japan  (which  sets  drug  prices)  than  in  the 
U.S.,  often  three  times  as  high.   For  example,  Human  Growth  Hormone  is  priced  at  $14  in 
the  U.S.  and  $53  in  Japan.;  G-CSF  is  priced  at  $112  in  the  U.S.  and  $375  in  Japan;  EPO  is 
priced  at  $40  in  the  U.S.  and  $99  in  Japan  and  Alpha  Interferon  is  priced  at  $8.75  in  the 
U.S.  and  $25  in  Japan.   Japan  adopted  this  pricing  policy  because  it  prizes  innovation  and 
wants  to  develop  a  biotech  industry  that  can  compete  with  ours. 

BIO  is  aware  of  only  one  case  in  which  a  biotechnology  company  chai"ges  a  lower  price 
for  its  drugs  in  a  major  developed  country  compered  to  the  United  States.  That  one  case  is 
a  drug  that  sells  for  9%  less  in  Europe.   However,  that  same  drug  sells  for  the  same  price  in 


'^liose  products  whose  sales  and  prices  are  controlled  by  the  U.S.  biotech  company. 
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Canada  and  for  65%  more  in  Japan.    In  all  other  cases,  the  drugs  are  priced  at  the  same 
price  or  a  higher  price  abroad. 

If  the  Japanese  provide  an  incentive  for  innovative  biotech  medicines,  we  had  better 
think  long  and  hard  before  we  penalize  that  same  innovation.   Those  who  suffer  from  orphan 
diseases  would  be  the  first  to  feel  the  penalties.    Reliance  on  the  market  to  regulate  the 
pricing  of  biotech  medicines  is  a  critical  element  in  fostering  innovation  and  research. 

Some  may  wish  that  investors  did  not  expect  a  return  on  their  investment  in  biomedical 
research.   Some  may  wish  that  investors  would  fund  research  even  if  they  did  not  receive  a 
return  on  their  investment.   But,  the  government  does  not  provide  the  funds  to  pay  for  the 
research.   Government  research  sponsored  by  NTH  is  only  one  step  in  the  research  and 
development  process.   We  must  and  do  rely  on  the  private  sector  to  develop  breakthrough 
drugs  and  it  is^one  of  the  geniuses  of  the  U.S.  economy  that  our  private  sector  is  so   ^. 
innovative  and  practical.   It  is  in  the  government's  interest  for  the  private  sector  to  take  the 
risk,  invest  its  own  money,  navigate  the  FDA  approval  process  and  compensate  its 
employees  in  speculative  stock  options. 

Companies  that  do  develop  breakthrough  drugs  often  feel  market  pressures  as  soon  as 
they  market  the  drug.   The  real  period  of  exclusivity  in  the  market  is  likely  to  be  2-4  years, 
not  the  17  years  of  its  patent.   Once  a  drug  is  developed,  it  is  remarkable  how  quickly  other 
companies  will  develop  other  drugs  that  wiU  compete  with  it.   A  company  certainly  cannot 
charge  a  price  that  consumers  or  their  insurers  cannot  or  are  unwilling  to  pay.    HMO's  are 
very  tough  bargainers  with  any  supplier  of  medical  services. 

In  addition  to  direct  market  pressure,  companies  also  are  sensitive  to  public  controversy. 
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criticism  from  Congress  and  the  Administration,  Congressional  oversight  hearings,  and  other 
types  of  pressure.   They  all  have  an  impact  on  pricing  decisions.   They  are  part  of  the 
"market"  that  determines  drug  and  all  other  prices  in  our  economy. 

Finally,  passage  of  health  care  reform  legislation  can  alleviate  some  of  the  difficulties  in 
ensuring  access  to  orphan  drugs.    BIO  supports  the  need  to  secure  universal  private  insurance 
coverage  through  bipartisan  health  care  reform  legislation.   Without  universal  coverage  we 
will  continue  to  see  massive  cost  shifting  from  those  who  do  not  provide,  to  those  who  do 
provide,  health  insurance  coverage.    Universal  coverage  is  in  our  humanitarian  and  economic 
interest.    It  gives  an  opportunity  to  expand  preventative  health  care,  which  will  lower  our 
long-term  costs.    Universal  coverage  is  a  critical  issue,  however,  we  need  to  focus  on 
innovation  as  well.   It  does  a  patient  littie  good  if  he  or  she  can  pay  the  hospital  and  doctor 
bills  but  there  are  no  ti-eatments  or  cures  for  their  disease. 

COMMON  ESfTERESTS  WITH  PATIENT  GROUPS 

BIO  and  the  biotechnology  industry  take  pride  in  our  relationship  with  voluntary  health 
organizations  and  patients.    Patients  need  our  help  to  cure  and  treat  deadly  and  costly 
diseases.   We  need  markets  for  our  products  so  we  can  continue  our  research.   It  is  a  natural 
partnership  and  one  that  is  critical  to  both  of  us. 

We  are  constantiy  reaching  out  to  patient  groups  to  find  a  common  ground  on  policy 
and  other  issues.    Since  BIO  was  formed  one  year  ago,  we  have  introduced  the  biotechnology 
industry  to  over  75  patient  organizations,  ranging  in  size  from  the  national  voluntary  health 
care  organizations  with  hundreds  on  staff  and  thousands  as  volunteers  to  newly-incorporated 
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support  groups  nin  by  one  family  with  a  seriously  ill  child. 

BIO  works  with  patient  groups  in  many  ways.   Over  the  last  year,  we  have  provided 
them  with  publications  and  videos  on  biotechnology  research  and  development,  held 
legislative  briefings  for  health  care  organizations,  published  an  outreach  calendar  for  BIO 
members  so  that  they  can  participate  in  patient  group  meetings  and  seminars,  lined  up 
member  company  sponsors  for  patient  events,  joined  in  countless  "disease  awareness"  efforts 
(such  as  the  Run  for  The  Cure)  sponsored  by  patient  groups,  arranged  for  industry  CEOs  to 
explain  biotech  research  to  patient  audiences,  designed  hearings  before  Congress 
highlighting,  among  others,  childhood  diseases,  and  introduced  patient  organizations  to  BIO 
member  companies,  so  that  they  may  begin  forging  their  own  special  relationships. 

As  a  new  trade  association  representing  a  new  American  industry,  we  understand  the 
importance  of  listening  to  and  interacting  with  the  patient,  our  ultimate  consumer.   Now,  as 
our  second  year  begins,  BIO  has  created,  and  will  continue  to  maintain,  a  reputation  for 
honesty  and  empathy  among  patient  organizations. 

BIO  places  value  on  long-term  patient/industry  relationships  because  we  know  the 

promise  biotechnology  holds  for  patients  with  "incurable"  diseases.   Ask  Shayne  Campbell,  a 

senior  in  Lubbock,  Texas  confined  to  a  wheelchair  with  Duchenne's  muscular  dystrophy. 

Shayne  wrote  to  us  about  the  cutting  edge  myoblast  therapy  being  applied  to  Duchenne's. 

This  breakthrough  provides  a  powerful  glimmer  of  hope... [Although]  many  of  these 
findings  might  be  too  late  to  cure  my  personal  affliction,  it  fills  my  heart  with  great 
hope... for  the  future  generations  who  can  benefit. 

Shayne,  who  just  graduated  as  valediciorian  of  his  class,  recently  won  a  $1,500  scholarship 

in  a  national  essay  contest  sponsored  by  BIO  and  will  enter  college  in  September. 
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There  are  innumerable  ways  in  which  BIO  and  BIO  member  companies  are  reaching  out 
to  patient  groups:  establishing  outreach  programs  to  patient  groups;  working  with  umbrella 
organizations  like  NORD,  the  National  Health  Council,  and  the  Women's  Health  Network; 
informing  patient  groups  of  the  status  of  pending  research;  listening  to  patient  groups  about 
research  priorities;  working  with  patient  groups  to  enroll  patients  in  clinical  trials;  reducing 
delays  in  the  FDA  approval  process;  ensuring  that  patients  have  access  to  a  drug  once  it  is 
approved;  testifying  and  joining  patient  groups  in  meetings  with  Members  of  Congress; 
speaking  at  patient  group  conferences;  providing  financial  support  for  needed  programs;  and 
a  host  of  other  cooperative  efforts.   BIO  is  always  looking  for  new  initiatives  to  recommend 
to  its  members  and  it  is  constantly  urging  its  members  to  establish  constructive  relationships 
with  patient  groups.  ■.  .—      .  ...■.-"  -".t  i~^  -: 

The  fact  that  BIO  and  NORD  have  reached  an  agreement  on  amendments  to  the  Orphan 
Drug  Act  is  an  example  of  a  successful  partnership. 

BIO  and  the  biotechnology  industry  have  found  vital  support  from  patient  groups  on  key 
issues  in  the  health  care  reform  debate.   Patient  groups  can  have  a  powerful  impact  in  the 
policy  making  process.   For  example,  BIO  has  opposed  direct  or  indirect  price  controls  on 
its  products  because  they  undermine  the  ability  of  our  industry,  which  relies  largely  on  equity 
capital  rather  than  revenues  from  product  sales  to  fund  its  research,  to  secure  the  financing  it 
needs  to  research  cures  and  therapies  for  orphan  diseases. 

At  a  recent  hearing  of  the  Senate  Small  Business  Committee,  Robert  J.  Beall,  Ph.D., 

President  and  Chief  Executive  Officer  of  the  Cystic  Fibrosis  Foundation,  stated  that: 

The  free  enterprise  system  must  be  protected  in  the  new  realm  of  biotechnology-we 
should  be  providing  incentives  to  create  new  therapies  rather  than  roadblocks.    Price 
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controls  would  quite  literally  pull  out  the  underpinnings  of  the  biotech  industry  and 
cause  it  to  self-destruct.   Setting  pricing  is  often  put  under  the  guise  of  "helping"  the 
patients  when,  in  fact,  it  will  deprive  them  of  lifesaving  new  treatments.''' 

Eugene  Schonfeld,  Ph.D.,  President  of  the  National  Kidney  Cancer  Association  has 

noted  that  he  has  a  "real  stake"  in  research. 

Whether  I  live  or  die  may  depend  upon  the  availability  of  a  drug  to  treat  my  kidney 
cancer  (which  was  diagnosed  inJ989).    Unfortunately,  I  have  already  had  one  major 
recurrence  of  my  cancer  and  I'm  likely  to  have  another.    There  is  only  one  FDA 
approved  drug  for  advanced  kidney  cancer,  interleukin-2.   This  drug  produces  a 
complete  remission  in  less  than  10  percent  of  patients  and  the  side  effects  themselves 
can  be  life  threatening. 

My  own  conclusion,  after  looking  at  the  facts,  is  that  price  controls  on  drugs  would  not 
serve  the  public  well.   Those  patients  who  are  fortunate  enough  to  have  a  drug  for  their 
disease  would  be  able  to  buy  their  drug  a  little  cheaper.    Other  patients  for  whom  there 
are  no  good  drugs,  such  as  myself,  would  go  without  and  die.    The  reason  is  that  R  and 
D  for  new  drugs  depends  on  the  cash  flow  from  existing  products.   Price  controls,  price 
caps,  or  the  setting  of  "reasonable"  prices  by  a  government  agency  threaten  R  and  D 
investment,  making  it  less  likely  that  there  will  ever  be  a  good  drug  for  my  kidney 
cancer." 

BIO  and  the  biotechnology  industry  are  working  to  secure  a  full  partnership  with  patient 

groups,  not  just  on  health  care  reform  issues,  but  also  on  patent,  tax,  and  other  key  issues 

which  affect  the  ability  of  this  industry  to  bring  products  to  market  to  provide  relief  to 

patients.      With  this  partnership  we  can  ensure  that  research  will  go  forward,  cures  and 

therapies  will  be  found,  companies  can  become  profitable,  and  we  can  relieve  suffering  by 

millions  of  human  beings. 


'"Robert  J.  Beall,  Ph.D.,  excerpt  from  Regarding  Research  on 
Cures  and  Therapies  for  Cystic  Fibrosis.  May,  1994. 

'^  Eugene  Schonfeld,  PhD,  excerpt  from  his  preface  to  A  Cancer 
Patient  to  a  U.S.  Senator.  February,  199  3. 
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CONCLUSION 

The  unique  scientific  methods  of  biotechnology  -  which  focus  on  the  genetic  and 
molecular  bases  for  disease  —  make  biotechnology  companies  especially  capable  of 
developing  treatments  for  rare  genetic  and  metabolic  disorders. 

The  combination  of  our  industry's  unique  scientific  capabilities  and  the  existence  of  the 
Orphan  Drug  Act  has  resulted  in  biotechnology  companies  devoting  a  substantial  amount  of 
their  research  into  orphan  diseases.   Thousands  of  rare  disease  patients  have  already 
benel.tted  from  the  medicines  developed  by  biotechnology  companies  and  hundreds  of 
thousands  more  will  benefit  from  the  new  therapies  which  will  be  developed. 

Biotechnology  companies  should  be  encouraged  to  continue  to  make  their  unique 
contribution  to  treating  society's  most  devastating  diseases,  regardless  of  whether  the  drug  is 
technically  qualified  for  a  patent.  This  is  why  we  support  the  Orphan  Drug  Act,  the 
Chairman's  amendments  to  it,  and  the  Administration  proposed  modification.   We  believe 
that  adoption  of  these  amendments  will  eliminate  the  uncertainty  that  is  now  undermining  the 
Act's  effectiveness. 

Finally,  BIO  and  the  biotechnology  industry  is  committed  to  ensuring  that  patients  have 
access  to  the  products  which  we  do  develop,  providing  access  on  a  compassionate  use  basis 
to  patients  without  the  resources  to  obtain  them,  and  deepening  and  expanding  our 
relationships  with  voluntary  health  organizations,  like  NORD. 

Thank  you  again  for  the  opportunity  to  testify.   I  am  happy  to  answer  your  questions. 
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Mr.  Waxman.  And  I  want  to  congratulate  you  on  reaching  a  com- 
promise that  keeps  the  integrity  of  the  law  and  gives  all  the  incen- 
tives and  corrects  the  problem  that  has  been  a  source  of  con- 
troversy for  these  last  several  years. 

Ms.  Meyers,  to  put  that  controversy  in  perspective,  you  have 
been  worlang  on  orphan  drugs  from  the  very  beginning.  You  are  al- 
ways prodding  the  drug  companies  to  do  more  research  and  to  de- 
velop more  orphan  drugs,  so  certainly  you  would  want  to  make 
sure  that  they  have  all  the  reasons  to  want  to  work  in  this  area. 
Are  you  concerned  that  cutting  back  on  market  exclusivity  will  re- 
sult in  less  research  or  less  investment? 

Ms.  Meyers.  I  don't  think  so.  Just  logically,  if  you  have  a  drug 
of  limited  commercial  value,  you  are  going  to  apply  for  the  orphan 
drug  incentives.  If  you  have  a  drug  of  substantial  commercial 
value,  you  don't  need  the  Orphan  Drug  Act.  The  drugs  that  make 
a  lot  of  money  are  going  to  be  developed  anjrway.  And  I  suspect 
that  over  the  next  few  years  we  are  going  to  see  the  use  of  the  act 
back  to  the  original  intent,  just  for  the  unprofitable  or  low  profit 
drugs. 

Mr.  Waxman.  Mr.  Wiggans,  from  the  perspective  of  the  bio- 
technology industry,  do  you  feel  there  are  enough  incentives  to  go 
forward  if  there  is  a  drug  that  has  high  commercial  value  and  the 
act  does  provide  some  more  incentives  as  well  for  those  with  no 
commercial  or  very  little  commercial  value?  Do  you  feel  we  have 
the  right  balance? 

Mr.  Wiggans.  Yes,  I  do.  Yes,  I  do.  Clearly,  the  uncertainty  over 
changes  in  the  act  will  be  removed  by  the  passage  of  these  amend- 
ments, and  I  think  uncertainty  has  been  the  real  overhang  on  the 
industry. 

Just  as  importantly,  the  drugs  with  limited  commercial  potential 
are  not  penalized.  There  is  the  same  7-year  exclusivity  that  there 
always  has  been.  So  I  am  not  concerned  about  that  at  all. 

Mr.  Waxman.  Mr.  Margus,  NIH  is  a  multi-billion  dollar  research 
agency,  and  your  proposal  for  NIH  research  initiatives  appear  quite 
reasonable,  and  I  was  really  taken  aback  when  you  talk  about  a 
$12  million  for  shrimp  research.  I  don't  know  what  that  is.  You  are 
in  the  shrimp  business,  aren't  you? 

Mr.  Margus.  Right. 

Mr.  Waxman.  I  gather  there  are  lots  of  things  tucked  away  from 
Federal  appropriations,  little  earmarks  for  little  industry  bonuses 
of  one  sort  or  another  that  amount  to  millions  of  dollars.  They  may 
well  be  justifiable,  but  what  could  be  more  justifiable  than  a 
small — well,  maybe  $12  million  is  not  small,  but  when  we  talk 
about  the  billions  that  we  spend  here  it  is  relatively  small,  and 
even  within  the  context  of  NIH  it  is  relatively  small. 

WTiat — if  you  were  going  to  advise  NIH,  what  would  be  the  single 
most  important  A-T  research  initiatives  that  you  would  tell  NIH  to 
begin  next  year? 

Mr.  Margus.  If  I  had  the  power  you  have,  I  would — I  guess  I 
would  make  a  deal  with  you  that,  you  know,  raising  funds  for  this 
kind  of  a  disease  is  extremely  tough,  and  we  have  been  somewhat 
successful,  but  I  would  be  willing  to  help  get  things  like  a  registry 
and  cell  bank  funded  from  the  private  sector. 
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But,  clearly,  the  thing  that  NIH  can  do  is  fund  the  research.  And 
not  only  does  the  $15  million  do  a  lot  for  that  but  also  from  v/hat 
I  have  heard  in  an  RFA  or  whatever,  for  something  like  that,  you 
also  establish  a  specific  study  section  that  kind  of  specializes  in  the 
disease  or  at  least  is  much  more  aware  of  what  is  going  on. 

One  of  the  challenges  with  the  multisystem  disease  is  that  people 
are  interested  in  our  disease  in  various  institutes,  not  just  one.  So 
you  have  people  at  the  Cancer  Institute,  Neurological  Institute, 
Aging  and  Children's. 

So  my  dream  would  be  not  only  to  see  that  money,  obviously,  but 
also  to  make  sure  that  there  is  no  redundancy.  Because  money 
doesn't  go  that  far  in  medical  research,  and  you  have  got  to  have 
people  making  sure  that  no  one — no  two  scientists  on  two  sides  of 
the  world  are  doing  the  same  experiment. 

So  the  most  important  thing  would  be  if  v/e  could  get  some  kind 
of  an  RFA  or  some  money  set  aside  for  A-T  research.  A  symposium, 
obviously,  would  be  great,  too.  Because  to  have  something  on  NIH 
campus  from  intrainstitute  that  would  bring  all  these  people  to- 
gether I  think  would  be  very  productive.  Again  and  again,  a  lot  of 
times  it  is  coordinating  it,  not  just  throwing  money  at  it. 

Mr.  Waxman.  And  if  NIH  had  that  $15  million  figure  they  were 
talking  about,  that  would  be  money  to  enable  them  to  try  to  isolate 
the  defective  gene,  A-T  gene,  and  better  understand  its  role,  maybe 
not  just  for  A-T  but  other  diseases  as  well. 

Ms.  Meyers,  you  point  out  something  that  we  only  talk  about — 
the  controversies.  It  is  not  controversial,  but  it  is  a  very  important 
part  of  that  legislation  to  get  that  coordinating  function  on  orptian 
drug  work  throughout  the  government  and  with  the  private  sector. 
Do  you  want  to  just  tell  us  what  that  is  all  about? 

Nobody  is  arguing  against  it,  but  it  is  so  important,  and  we 
shouldn't  forget  it  is  there. 

Ms.  Meyers.  The  National  Commission  on  Orphan  Diseases 
found  that  there  was  a  lot  of  wasted  resources  and  time  and  money 
because  one  end  of  the  government  doesn't  know  what  the  other 
end  is  doing.  And  then  there  are  areas  that  seem  to  just  fall 
through  the  cracks. 

So  a  central  coordinating  office  is  needed  in  the  government  at 
a  high  level  that  would  be  able  to  require  each  branch  of  oface  of 
the  government  that  has  anything  to  do  with  orphan  drug  research 
and  orphan  disease  research  to  cooperate  with  each  other.  They 
don't  cooperate.  They  compete. 

Let  me  give  you  an  example.  I  am  a  member  of  the  Recombinant 
DNA  Advisory  Committee  at  NIH,  which  has  to  review  all  the  gene 
therapy  protocols  that  are  approved  in  the  United  States.  And  after 
being  on  it  for  several  years  and  reviewing  these  protocols,  I  began 
to  realize  that  all  I  was  reading  was  cancer  protocols. 

Right  now,  as  it  stands  now,  Mr.  Margus'  children  will  probably, 
if  they  are  going  to  be  saved,  will  be  saved  by  gene  therapy.  How- 
ever, 70  percent  of  gene  therapy  protocols  in  the  United  States  are 
on  cancer.  Over  10  percent  are  on  AIDS.  And,  of  the  remainder, 
which  are  on  hereditary  diseases,  it  is  on  only  five  hereditary  dis- 
eases. 

Now  one  of  those  diseases  is  Gaucher's  disease,  and  there  are 
five  protocols,  gene  therapy  protocols,  on  Gaucher's  disease.  !  took 
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a  scientist  aside  one  day  privately  and  said  to  him,  how  come  you 
chose  Gaucher's  disease?  And  he  said,  well,  we  know  if  these  people 
can  pay  $300,000  a  year  for  a  drug,  they  will  certainly  be  able  to 
pay  for  gene  therapy. 

So  the  gene  therapy  problem  is  moving  into  the  orphan  drug 
arena.  It  is  becoming  something  that  is  being  developed  where 
money  attracts  the  research.  And  unless  the  government  steps  in 
and  purposely  has  a  program  to  develop  gene  therapies  for  heredi- 
tary diseases,  it  won't  be  done.  It  will  be  done  for  cancer  and  AIDS 
but  not  hereditary  diseases. 

Mr.  Waxman.  Thank  you  very  much. 

Mr.  McMillan. 

Mr.  McMillan.  We  seem  to  be  on  a  FIFO  system  today — first  in, 
first  out.  We  just  got  called  in  and  adjourned,  is  that  correct?  I  am 
not  quite  sure. 

Thank  you  all  for  your  testimony. 

Ms.  Meyers,  you  testified  very  strongly  in  1990  that  the  7  years 
exclusivity  provisions  of  the  act  were  essential  and  that  if  Congress 
tinkers  with  exclusivity  to  correct  perceived  abuses  it  will  be  very 
bad  medicine,  and  the  cure  will  be  worse  than  the  disease. 

What  has  occurred  in  that  time  that  has  changed  your  view  that 
would  indicate  that  the  time  period  and  other  matters  should  be 
modified? 

Ms.  Meyers.  Yes,  I  believe  that  was  the  hearing  where  I  said  to 
Mr.  Waxman,  if  it  ain't  broke,  don't  fix  it.  Well,  it  was  broke  after 
that. 

See,  in  that  time  period  I  went  to  the  companies  that  had  caused 
the  problem,  and  I  begged  them  to  lower  their  prices.  I  begged 
them  to  cooperate.  And  they  all  said  no. 

Mr.  McMillan.  Would  you  be  specific?  Because  one  of  the  things 
I  found  difficult  here  is  finding  a  reason  for  making  the  change. 
You  seem  to  have  it  in  mind.  Would  you  share  it  with  us? 

Ms.  Meyers.  Well,  let's  look  at  human  growth  hormone,  for  in- 
stance. And  the  exclusivity  has  expired  on  it  now  so  I  am  talking 
about  a  drug  that  won't  be  affected  by  the  change  in  the  act,  but 
it  is  typical. 

Five  manufacturers  were  developing  human  growth  hormone  at 
the  same  time.  All  of  them  had  invested  millions  of  dollars.  But 
they  were  all  cut  out  of  the  market  because  only  one  and  then  fi- 
nally another  version  of  human  growth  hormone  was  allowed  on 
the  market.  So  we  had  two  human  growth  hormones  allowed  on  the 
market.  The  other  companies  were  cut  out.  Their  investment  was 
wasted. 

Even  now  the  exclusivity  is  expired,  and  they  are  still  not  on  the 
market  because  FDA  hasn't  approved  these  other  versions. 

Mr.  McMillan.  Let  me  ask  this.  Was  that  a  question  of  the  time 
constraints  that  were  in  the  bill  or  was  it  a  bad  judgment  by  those 
approving  the  product  in  the  first  place  by  making  a  bad  judgment 
as  to  whether  or  not  the  product,  in  fact,  had  commercial  value  and 
therefore  would  attract  competitive  research? 

Ms.  Meyers.  The  development  of  human  growth  hormone  started 
well  before  there  was  an  Orphan  Drug  Act.  It  was  started  by  the 
National  Institutes  of  Health,  and  they  had  taken  growth  hormone 


113 

out  of  cadavers  and  given  it  to  children  with  dwarfism,  and  it  had 
worked. 

And  then  Genentech  and  Lilly  decided  to  develop  a  recombinant 
version  of  it.  And  at  the  time  that — about  1985,  FDA  rushed  the 
approval  of  Genentech's  growth  hormone,  but  at  that  time  there 
were  five  companies  developing  the  same  drug,  and  they  all  knew 
that  it  was  going  to  be  very  profitable  because  the  version  that 
came  from  cadavers,  they  were  charging  $10,000  to  $30,000  a  year, 
and  they  got  on  with  the  recombinant  version,  charged  the  same. 

Mr.  McMillan.  Well,  that  would  strike  me  as  a  case  of  someone 
having  made  a  bad  judgment  about  it  in  the  first  place,  rather  than 
issues  of  timing  and  so  forth  which  we  seem  to  have  been  discuss- 
ing here  today. 

Ms.  Meyers.  I  don't  understand  what  you  mean  by  bad  judg- 
ment. You  mean,  the  other  companies  shouldn't  have 

Mr.  McMillan.  If  I  interpreted  what  you  said  correctly,  it  should 
have  been  clear  at  the  outset  that  this  had  commercial  value  and, 
therefore,  shouldn't  have  been  treated  as  an  orphan  drug. 

Ms.  Meyers.  Under  the  Orphan  Drug  Act,  the  FDA  cannot  turn 
down  or  deny  a  designation  if  the  disease  is  for  under  200,000  peo- 
ple. And  this  was  a  disease  under  10,000.  Once  it  was  out  on  the 
market,  of  course,  it  is  being  used  by  short  children  who  have  no 
dwarfism. 

Mr.  McMillan.  Well,  I  think  we  had  trouble  with  defining  what 
commercial  value  means,  and  that  is  a — I  don't  think  the  amend- 
ments suggested  here  are  necessarily  going  to  correct  that.  So  I 
don't  disagree  with  what  you  are  saying.  I  am  not  sure  we  have 
got  the  remedy  here. 

Because,  if  I  could  ask  one  other  question,  those  five  companies 
who  were  in  that  area — just  for  the  sake  of  the  argument — had 
they  also  invested  in  research  in  other  orphan  drugs?  Are  they  ex- 
clusively involved  with  one  particular  drug? 

Ms.  Meyers.  Oh,  no.  They  are  biotechnology  companies.  They 
have  many  products  that  they  have  been  developing. 

From  the  point  of  view  of  consumers,  if  I  can  speak  on  behalf  of 
consumers,  the  children  who  are  on  growth  hormone  would  benefit 
if  other  companies  would  get  on  the  market  so  that  the  price  would 
be  driven  down  to  a  reasonable  price. 

Mr.  McMillan.  Well,  that  is  always  a  desirable  goal,  of  course. 

Ms.  Meyers.  Right.  Competition  is  really  what  is  needed.  And 
if 

Mr.  McMillan.  But  then  when  that  happens,  then  you  have  got 
a  product  that  is  of  commercial  value  and  doesn't  fall  under  the 
definition  of  an  orphan  drug.  Isn't  that  correct? 

Ms.  Meyers.  No,  not  necessarily.  I  mean,  there  is 

Mr.  McMillan.  I  don't  think  that  five  people  are  going  to  go 
charging  in  to  develop  a  competitive  product  if  there  is  no 

Ms.  Meyers.  Oh,  yes,  they  are  waiting,  and  they  have  applied  for 
approval,  and  it  would  be  nice  if  this  committee  would  look  into 
why  FDA  hasn't  approved  the  three  other  companies.  Because  peo- 
ple might  find  the  drug  affordable.  We  have  people  whose 
testimony 

Mr.  McMillan.  I  don't  disagree  with  that.  I  think  that  is  vital. 
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Ms.  Meyers.  People  have  lost  their  jobs,  lost  their  homes,  lost 
everjdihing,  paying  for  that  drug. 

Mr.  Waxman.  Mr.  McMillan,  5  minutes  has  elapsed.  There  is  a 
vote  on  the  previous  question,  then  a  vote  on  the  rule  that  is  fol- 
lowing. 

And  if  you  would  permit,  if  Mr.  Greenwood  maybe  could  ask  his 
questions,  I  think  it  is  going  to  be  difficult  for  all  of  us  to  come 
back  and  ask  further. 

But  let  me  ask  unanimous  consent  that  the  record  stay  open,  if 
Members  have  questions  in  writing,  to  get  further  responses  for  the 
record,  so  we  can  pursue  all  these  issues.  Thank  you. 

Mr.  Greenwood.  Thank  you,  Mr.  Chairman,  and  I  will  be  brief. 

Mr.  Margus,  do  you  have  an  estimate  of  how  many  Americans 
suffer  from  A-T? 

Mr.  Margus.  There  is  no  good  estimate  because  no  one  system- 
atically tried  to  determine  it.  There  are  two  physicians  in  the  coun- 
try who  over  the  years  have  developed  registries  that  amount  to  a 
little  over  500  cases  currently  diagnosed. 

However,  in  the  last  few  months  I  have  been  in  some  newspapers 
and  things,  and  every  single  time  I  am  exposed  to  the  press  at  all, 
four  or  five  more  kids  or  families  get  diagnosed. 

Also,  since  40  percent  of  the  kids  get  cancer,  if  a  child  at  5  years 
old  dies  of  leukemia  and  happens  to  begun  to  have  become  wobbly 
or  have  neurological  problems,  no  one  marks  it  off  as  A-T.  They 
just  figure  it  was  leukemia. 

We  are  intending — as  part  of  the  registry  angle,  we  are  intending 
to  do  a  direct  mail  piece  this  coming  month  to  20,000  physicians 
just  to  remind  them  of  this  disease  and  to  point  out  common  pit- 
falls in  the  diagnosis.  The  most  common  misdiagnosis  is  cerebral 
palsy  in  the  beginning.  And  so  we  are  also  working  with  the  CP 
Foundation  to  try  to  stop  everyone  that  is  diagnosed  as  that  and 
make  sure  it  is  not  A-T. 

Talk  to  me  in  3  months  and  I  bet  I  will  tell  you  it  is  a  lot  more. 

Mr.  Greenwood,  Well,  I  think  your  case  is  a  perfect  illustration 
of  the  fine  balancing  act  we  have  with  this  act  in  trying  to  keep 
the  incentives  in  place  without  creating  excess  profits  or  making  a 
product  unafibrdable  because  of  exclusive  access  to  the  market. 

Your  comments  earlier  about  the  potential  for  a  treatment  for  A- 
T  to  have  application  for  cancer  or  for  other  related  diseases  might 
cause  me  to  think  that  companies  might  want  to  make  an  invest- 
ment in  a  cure  for  A-T  not  simply  because  of  the  500  or  the  small 
population  with  A-T,  is  but  because  of  its  broader  applications. 

And  yet  they  might  know  going  in  that  if  they  are  successful  that 
they  would  have  exclusivity  only  for  4  years  and  not  for  7  years. 
That  might  create  a  disincentive.  I  don't  know.  That  is  the  bal- 
ancing act  that  we  are  involved  in. 

Let  me  ask  Mr.  Wiggans  a  question.  That  is,  you  have  testified 
of  the  industry's  support  for  this  compromise.  How  much  of  a  con- 
sensus is  there  or  is  there  not  among  the  industry  on  these  amend- 
ments? 

Mr.  Wiggans.  I  believe  there  is  strong  consensus  among  the  in- 
dustry. 

The  industry  has,  as  most  of  us  know,  has  been  quite  divided  for 
the  past  several  years  on  this.  But  I  believe  the  compromise  that 
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was  developed  took  all  of  the  issues  in  mind  and  basically  did  a 
very  good  job  of  preserving  the  incentives  while  also  including  is- 
sues that  were  particularly  sensitive  to  some  of  the  companies  pre- 
viously, like  the  retroactive  position. 

Retroactivity  was  not  included  and  joint  development,  which  is  a 
particular  interest  to  small  companies  like  mine.  The  last  thing  you 
want  to  do  is  invest  a  lot  of  money  and  fmd  that  somebody  beat 
you  by  a  day  and  you  are  out  of  the  market  for  7  years.  There  are 
provisions  in  the  act  now  to  make  sure  it  is  not  a  winner-take-all 
game  any  more. 

So,  all  in  all,  I  believe  the  compromise  is  very  well  accepted  by 
the  industry. 

Mr.  Greenwood.  OK.  Time  is  short.  We  need  to  get  to  a  vote. 

One  quick  question.  Maybe  you  can  give  me  a  brief  answer. 

This  bill  only  goes  one  way,  and  that  is  that  you  could  have  a 
foreshortened  period  of  exclusivity.  Has  there  been  consideration 
toward  having  it  go  both  ways?  So  that  if  at  the  end  of  7  years, 
it  is  still  not  a  commercially  viable  product  without  exclusivity, 
that  you  could  go  beyond  the  7  years?  Is  there  a  reason  for  us  to 
consider  that  needs  to  be  done? 

Mr.  WiGGANS.  I  don't  know  if  the  subcommittee  wants  to  con- 
sider other  things  after  all  it  has  considered  to  come  to  this  tem- 
poral compromise,  but  I  think  it  has  been  discussed  before  whether 
longer  than  7  years  might  provide  incentives.  Right  now,  I  don't 
know  where  that  stands. 

Mr.  Greenwood.  What  are  your  views  on  that,  Ms.  Meyers? 

Ms.  Meyers.  It  was  part  of  the  1992  bill.  It  is  not  in  this  bill. 
We  certainly  did  support  it  in  1992. 

Mr.  Greenwood.  You  supported  the  alternative  extension 
beyond 

Ms.  Meyers.  Longer  exclusivity  at  the  end  of  7  years.  To  go  back 
to  the  Secretary  and  say  this  is  still  not  a  drug  of  substantial  com- 
mercial value,  and  we  would  like  a  few  more  years. 

Mr.  Greenwood.  OK.  Thank  you,  Mr.  Chairman.  I  think  we  are 
going  to  need  to  get  to  the  vote. 

Mr.  Waxman.  Thank  you  very  much,  Mr.  Greenwood. 

I  want  to  thank  the  three  of  you  for  your  presentations.  We  will 
look  forward  to  working  with  you  on  this  legislation. 

That  completes  our  hearing  today,  and  we  stand  adjourned. 

[Whereupon,  at  12  noon,  the  hearing  was  adjourned.] 

[The  following  letter  was  submitted  for  the  record:] 
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Representative  Henry  A.  Waxman 
Chairman,  Committee  on  Energy  and  Commerce 
2415  Ray  bum  House  Office  Building 
Washington,  D.C.  20515 

Dear  Mr.  Chairman: 

In  anticipation  of  the  hearings  on  the  Orphan  Drug  Act  Amendments 
of  1994  scheduled  for  Thursday,  June  16,  1994,  this  letter  and  the  enclosed 
publication.  Implementation  of  the  Orphan  Drug  Act:  1983-1991,  are  hereby 
submitted  for  inclusion  in  the  record.  The  findings  of  that  study  are  currently 
being  updated  through  December  30,  1993.  ^ 

The  initial  study  concluded  that  if  the  sole  original  intent  of  the  Act 
was  to  be  retained,  it  could  be  reinforced  through  a  more  rigorous  prospective 
review  of  drug  candidates  for  orphan  stanis  and  their  proposed  orphan 
indications.  By  taking  a  global  view  of  the  activity  related  to  the  drug,  a 
more  accurate  marker  of  commercial  potential  could  be  obtained.  Prevalence 
as  the  sole  determinant  of  orphan  drug  status,  if  that  status  is  intended  to  be 
consonant  with  a  lack  of  commercial  viability,  is  not  completely  reliable. 

For  the  orphan  drugs  approved  during  the  original  smdy  period,  two 
variables  proved  to  have  an  association  with  sales:  the  registration  status  of 
the  drug  in  countries  other  than  the  U.S.;  and  the  broader  investigational  and 
marketing  activity  for  the  drug  in  this  country.  Orphan  drugs  with  higher 
sales  tended  to  have  stronger  positions  in  foreign  countries  and  more 
investigational  indications  underway  in  the  U.S. 

Overall  these  drugs  were  more  likely  to  have  multiple  sponsors, 
multiple  indications,  and  indications  that  received  repeat  orphan  designation 
either  for  the  same  or  a  different  drug.  These  are  factors  that  could  be 
included  among  those  relied  upon  to  determine  "limited  commercial  potential" 
either  at  the  end  of  the  four-year  period  of  exclusivity  proposed  in  the 
amendments  or  prior  to  granting  orphan  designation. 
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In  addition,  it  may  be  that  the  Act  now  serves  an  expanded  purpose 
that  should  be  formally  recognized  -  one  related  to  the  development  of  new 
indications  for  already-approved  drugs.  Of  the  254  designated  orphan  drugs 
in  our  first  study  sample,  almost  30%  had  an  FDA  approval  that  predated  the 
orphan  designation;  a  preliminary  review  of  the  designated  orphan  drugs  in 
the  update  period  indicates  that  a  approximately  20%  had  a  prior  approval. 
A  recent  publication  by  Dr.  Marlene  Haffner,  Director  of  the  FDA's  Office 
of  Orphan  Products  Development,  addresses  the  growing  importance  of  the 
orphan  drug  program  for  indications  involving  special  populations  such  as 
women,  children  and  the  elderly  (Applications  of  the  Orphan  Drug  Act  To 
Special  Populations,  Drug  Information  Journal,  Vol.  28,  1994,  495-503). 

To  avoid  the  troublesome  issues  that  potentially  arise  when  a  drug  has 
broader  uses  beyond  its  orphan  indication,  statutory  or  regulatory  provision 
for  this  additional  function  of  the  program  may  be  useful.  The  benefits  of 
orphan  status  could  provide  an  attractive  incentive  for  sponsors  who  are 
currently  reluctant  to  undertake  the  work  required  to  obtain  FDA  approval  for 
an  off-label  indication.  The  incentive  would  be  effective  only  if  an 
investigation  of  commercial  potential  did  not  apply  to  this  category  of  orphan 
drug. 

Thank  you  for  allowing  us  to  supplement  the  hearing  record. 

btnittet^. 


Respectfully  subtpittec^,       _ 


Q 


lulman,  LLB,  MPH 
Senior  Research  Fellow 
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The  article  appears  at  47  Food  and  Drug  Law  Journal  363  (1992) . 
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